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RULES  AND  REGULATIONS 


Title  21— FOOD  AND  DRUGS  Sf... 


Chapter  I — Food  and  Drug  Adminis¬ 
tration,  Department  of  Health,  Edu¬ 
cation,  and  Welfare 

SUtCHAPni  C — DRUGS 

Part 

141a  Penicillin  and  penlclUln-oontainlng 
drugs;  tests  and  methods  of  assay. 
141b  Streptomycin  (or  dlhydroetmptomy- 
dn)  and  streptomycin-  (or  dlhydro- 
streptomycln-)  containing  drugs; 
tests  and  methods  of  assay. 

141c  Chlorteteacycllne  (or  tetracycline)  and 
chlortetracycllne-  (or  tetracycline-) 
containing  drugs;  tests  and  methods 
of  assay. 

141d  Chloramphenicol  and  chlcxamphenl- 
col-contalnlng  drugs;  tests  and 
methods  of  assay. 

141e  Bacitracin  and  bacitracin-containing 
drugs;  tests  and  methods  of  assay. 

146  General  regulations  for  the  certifi¬ 

cation  of  antibiotic  and  antibiotic- 
containing  drugs. 

146a  Certification  of  penicillin  and  peni¬ 
cillin-containing  drugs. 

146b  Certification  of  streptomycin  (ot 
dlhydroetreptomycln)  and  strep¬ 
tomycin-  (or  dlhydrostr^tomycln-) 
containing  drugs. 

146c  Certification  of  chlortetracycllne  (or 
tetracycline)  and  chlortetracycllne- 
(or  tetracycline-)  containing  drugs. 
146d  Certification  of  chloramphenicol  and 
chloramphenicol-containing  drugs. 
146e  Certification  of  bacitracin  and  bacltra- 
cln-contalnlng  dnigs. 

147  Antibiotics  Intended  for  iise  In  the 

laboratory  diagnosis  of  disease. 

By  virtue  of  the  authority  vested  in 
the  Secretary  of  Health,  Education,  and 
Welfare  by  the  provisions  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (sec.  507, 
59  Stat.  463;  21  U.S.C.  357)  and  dele¬ 
gated  to  the  Commissioner  of  Food  and 
Drugs  by  the  Secretary  (25  FJl.  8625), 
the  regulations  for  antibiotic  and  anti¬ 
biotic-containing  drugs  are  revoked,  and 
Parts  141a.  141b,  141c,  141d,  141e,  146, 
146a,  146b,  146c.  146d.  146e.  and  147  are 
reissued  as  set  forth  below.  This  docu¬ 
ment  includes  amendments  published  in 
the  Federal  Register  up  to  and  includ¬ 
ing  December  17,  1962. 

SUBCHAPTER  C — DRUGS 

PART  141a— PENICILLIN  AND  PENI¬ 
CILLIN-CONTAINING  DRUGS;  TESTS 
AND  METHODS  OF  ASSAY 

Sec. 

141a.l  Sodium  penlcUlln,  calcium  penicU- 
lin,  potassium  penicillin;  potency. 
141a.2  Sodium  penicillin,  calcium  penlcU¬ 
lln,  potassium  penlciUln;  steril¬ 
ity. 

141a. 3  Sodium  penlcUlln,  calcium  penlcU¬ 

lln,  potassium  penlcUlln;  pyro¬ 
gens. 

141a.4  Sodium  penlcUlln,  calcium  penlcU¬ 
lln,  notassliun  penlcUlln;  toz- 
Icll^. 

141a.5  Sodium  penlcUlln,  calcium  penlcU¬ 
lln,  potassium  penlcUlln;  mois¬ 
ture.  pH.  microscopical  test  for 
cr3r8talUnlty. 

141a.6  Sodlxun  penlcUlln,  calcium  penlcU¬ 
lln.  potassium  penicillin;  penicU- 
Un  X. 

141a.7  PenlcUlln  in  oU  and  wax. 

141aA  PenlcUlln  ointment. 

141a.9  Penicillin  tablets. 

141a.l0  Potassium  penlcUlln  V  (potassium 

penlcUlln  V  salt) . 


141a.l2 

141a.l8 

141a.l4 

141a.l6 

141a.l6 

141a.l7 

141a.l8 

141a.l0 

141a.30 

141a.21 

141a.22 

14la.28 

141a.24 

141a.36 

141a.a6 

141aiI7 

141a.38 

141a.29 

141aA0 

141aAl 

14laAa 


141a33 

141aA4 

141a.3S 


141a.36 


141aA7 

141aA8 


141a.39 

141a.40 

141a.41 

141a.42 

141a.43 

141a.44 

141a.45 

141a.46 


141a.47 

141a.48 

141a.49 


141a.50 

141a.51 

141a.52 

141a.58 

141a.54 

141a.56 

141a.56 

141a.57 


Penicillin  with  almnlnum  hydrox¬ 
ide  gel. 

Penicillin  troches. 

PenlcUlln  dental  cones. 

PenlcUlln  with  vasoconstrictor. 

Penicillin  for  surface  appUcation. 

Tablets  aluminum  penlcUlln. 

Penicillin  sulfonamide  powder. 

PenlcUlln  vaginal  suppositories. 

Buffered  crystaUlne  penlcUlln. 

Capsules  buffered  penlcUlln  with 
pectin  hydrolysate. 

Capsules  penicillin  and  novobiocin. 

PenlcUlln  boxigles. 

Crystalline  penlcUlln  and  epineph¬ 
rine  In  oU. 

Aluminum  penlclUln. 

Aluminum  penlcUlln  In  oU. 

Procaine  penlcUlln. 

Procaine  penlcUlln  in  oU. 

CrystaUlne  penlclUln  for  Inhalation 
therapy. 

Procaine  penlcUUn  for  aqueous  in¬ 
jection. 

Ephedrlne  penlcUlln. 

Ephedrlne  penlcUlln  tablets. 

Procaine  penlcUlln  and  buffered 
crystalline  penlcUlln  for  aqueous 
Injection. 

Buffered  penlcUlln  powder. 

Procaine  penlcUUn  and  crystaUlne 
penlcUlln  In  oU. 

PenlclUln  -  streptomycin  ointment, 
penlcUlln  -  dlhydrostreptomycln 
ointment. 

Penicillin-streptomycin  bougies; 
penlcUlln  -  dlhydrostreptomycln 
bougies. 

Penicillin-bacitracin  ointment. 

Procaine  penlcUlln  and  streptomy¬ 
cin  In  oil;  procaine  penicillin  and 
dlhydrostreptomycln  In  oU. 

PenlcUlln-streptomycln;  penlcUUn 
dlhydrostreptomycln  veterinary. 

PenlcUUn  tooth  powder. 

PenlcUUn-bacltracln  troches;  penl- 
clllln-zlnc  bacitracin  troches. 

Crystalline  penlcUUn  and  bacitra¬ 
cin. 

1-Ephenamlne  penlclUln  Q*. 

I-Bphenamine  penlclUln  O  In  oU. 

I-lBphenamlne  penlcUlln  O  for 
aqueoxis  Injection. 

Procaine  penlcUlln  in  streptomycin 
sulfate  solution;  procaine  penlcU¬ 
lln  In  dlhydrostreptomycln  sul¬ 
fate  solution  veterinary. 

Benzathine  penicillin  G . 

Benzathine  penlcUlln  G  oral  sus¬ 
pension,  benzathine  penlcUlln  G 
for  oral  suspension. 

PenlcUlln  -  streptomycin  -  baclLracln 
ointment;  penlcUlln  -  dlhydro¬ 
streptomycln  -  bacitracin  oint¬ 
ment;  penlcUlln  -  streptomycin- 
bacitracin  methylene  disalicylate 
ointment;  penlcUlln  -  dlhydro- 
streptomycln-bacltracln  methyl¬ 
ene  disalicylate  ointment. 

PenlcUlln-streptomycln  dental 
cones,  penlcUlln-dlhydrostrepto- 
mycln  dental  cones. 

Dlethylamlnoethyl  fster  penlclUln 
G  hydrlodlde. 

Dlethylamlnoethyl  ester  penicillin 
G  hydrlodlde  for  aqueous  injec¬ 
tion. 

PenlcUlln-streptomycln  implanta¬ 
tion  pellets;  penlcUUn-dlhydro- 
streptomycln  Implantation  pel¬ 
lets. 

Benzathine  penlcUlln  G  for  aque¬ 
ous  Injection. 

Benzathine  panlcUUn  G  and  buff¬ 
ered  crystalline  penlcUUn  for 
aqueous  Injection. 

Chloroprocalne  penlcUlln  O. 

Chloroprocalne  penlcUlln  O  for 
aqueous  injection. 


Sec. 

14la.58  PenlcUlln-streptomycln  vaginal 
suppositories;  penlcUUn-dihydro- 
streptomycln  vaginal  supposi¬ 
tories. 

141a.59  PenlcUlln-streptomycln  -  bacitracin 
dental  paste;  penlcUUn-dlhydro- 
streptomycln  -  bacitracin  dental 
paste. 

141a.60  PenlclUln  and  dlhydrostreptomycln- 
streptomycln  sulfates  veterinary; 
procaine  penlcUlln  In  dihydro- 
streptomycin-streptomycin  sul¬ 
fates  solution  veterinary. 

141a.61  Benzathlne-procalne-buffered  cry¬ 
staUlne  penlclUlns  for  aqueous 
Injection. 

141a.62  Benzathine  penlcUlln  G  and  pro¬ 
caine  penlcUlln  for  aqueous  in¬ 
jection. 

141a.63  PenlcUlln  -  bacitracin  -  neomycin 
ointment;  penlcUlln  -  bacitracin- 
neomycin  In  oU. 

141a.64  PenlcUlln-streptomycln  tablets; 

penlcUlln  -  dlhydroetreptomycln 
tablets. 

141a.65  PenlcUlln  -  streptomycin  -  neomycin 
In  oU;  penlclllln-dlhydrostrepto- 
mycln-neomycln  In  oil;  penicil¬ 
lin -streptomycin-neomycin  oint¬ 
ment;  penlclllin-dlhydrostrepto- 
mycln-neomycln  ointment. 

141a.66  Capsules  procaine  penlcUlln  In  oil. 

141a.67  Procaine  penlcUlln  and  benzathine 
penlclUln  G  In  streptomycin  s\il- 
fate  solution;  procaine  penicillin 
and  benzathine  penicillin  G  In  di- 
hydrostreptomycln  siUfate  solu¬ 
tion  veterinary  (procaine  penicil¬ 
lin  and  benzathine  penicillin  Q  In 
crystalline  dlhydrostreptomycln 
sulfate  solution  veterinary). 

141a.68  Benzathine  penlcUlln  G  and  strep¬ 
tomycin;  benzathine  penicillin  G 
and  dlhydrostreptomycln  veteri¬ 
nary. 

141a.69  CrystaUlne  penlcUUn  G  oral  suspen¬ 
sion,  crystalline  penlcUlln  G  so- 
dlvun  oral  suspension,  potassium 
penlcUlln  G  oral  suspension. 

141a.70  Tablets  benzathine  penlcUlln  G  and 
crystalline  penlcUlln. 

141a.71  PenlcUlln  -  streptomycin  powder; 

penicillin  -  dlhydrostreptomycln 
powder. 

141a.72  Dibenzylamlne  penlcUlln  G  (dl- 
benzylamlne  penlcUlln  G  salt). 

141a.73  Dibenzylamlne  penicillin  and 
potassium  penlcUlln  powder, 
buffered. 

141a.74  Dibenzylamlne  penicillin  and  strep¬ 
tomycin  In  oil;  dibenzylamlne 
penlcUlln  and  dlhydrostreptomy¬ 
cln  In  oU. 

141a.75  Hydrabamlne  pefficlllln  G. 

141a.76  Hydrabamlne  penicillin  G  oral  s\u- 
penslon. 

141a.77  Capsules  crystalline  penlcUlln  Q 
(capsules  crystalline  penlcUlln  0 
potassliun,  capsules  crystalline 
penlcUlln  G  sodium) . 

141a.78  Benzathine  penicillin  G  In  oil. 

141a.79  Benzathine  penlcUlln  G  and  pro¬ 
caine  penlcUlln  G  In  oil. 

141a.80  Benzathine  penlcUlln  G-procalne 
penlcUlln  G-streptomycln  in  oil; 
benzathine  penlclljln  G-procaine 
penlcUlln  G-dlhydrostreptomyclB 
In  oil  veterinary. 

141a.81  Penicillin  V  (phenoxymethyl  penl- 
clUin) . 

141a.82  PenlcUUn  V  for  oral  suspension 
(phenoxymethyl  penlcUUn  V  for 
oral  suspension) . 

141a.83  Benzathine  penlcUlln  V  (bennir 
thine  i>enlcUlln  V  salt) . 

141a.84  Tablets  benzathine  penlcUlln  G  and 
penlcUlln  V. 

141a.86  Capsules  penlclUln  V. 
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Bee. 

141e£6  Procaine  penlelllin-etreptomyoln- 
polymyzln  in  oil;  procaine  peni¬ 
cillin  -  dihydroetreptomycin-poly- 
myxin  In  oil;  procaine  penleilUn- 
Btreptom3rcin-i>olymyxln  oint¬ 
ment;  procaine  penicillin  -  dl- 
hydrostreptomycin  -  polymyxin 
ointment. 

141a.87  Benaatiiine  penicillin  V  oral  cue- 
pension;  benzatbine  penicillin  V 
Xor  oral  suspension. 

141a.88  Benzathine  penicillin  O  in  strepto¬ 
mycin  EUbate  solution  veterinary; 
benzathine  penicillin  Q  in  diby- 
drostreptomycin  sulfate  solution 
veterinary;  potency,  sterility,  tox¬ 
icity,  pyrogens,  pH. 

141aB0  Procaine  penlcillln-neomycin-poly- 
mirxln  in  oil;  procaine  peniclllln- 
neomycin-pol]rmyxln  ointment. 
141a.90  Crystalline  peniclllln-streptomycin- 
polymyxln-oxy  tetracycllne-carbo- 
mycin  powder  veterinary;  crystal¬ 
line  peniclllin-dihydroetreptomy- 
dn -polymyxin  -  ozytetrac3rcllne- 
carbomycln  powder  veterinary. 
141a.91  Hydrabamine  penicillin  V  (penicil¬ 
lin  V  hydrabamine  salt) . 
141a.92  Hydrabamine  penicillin  V  oral  sus¬ 
pension. 

141a.93  Penicillin-neomycin  ointment. 
141a.94  Procaine  penicilltn-streptomycln- 
neomycin-erythromycin  in  oil; 
procaine  penlcillin-dihydiostrep- 
tomycin-neomycin  -  erythromycin 
in  oil.. 

141a.95  Penlcillin-streptomycin-erythromy- 
cin  ointment;  peniclllln-dihydro- 
streptomycin-erythromycin  oint¬ 
ment. 

141  a.96  Penicillin-streptomycin  -  neomycin- 
polymyxin  ointment;  penlcillln- 
dlhydrostreptomycin  -  neomycin - 
polymyxin  ointment. 

141a.97  Capsules  penicillin-tetracycline 
phosphate  complex  -  novobiocin- 
nystatin  veterinary. 

14la.98  Penicillin- streptomycin -hacltracln 
methylene  dlsallcylate-neomycln 
ointment;  penicillin-dihydrostrep- 
tomycin -bacitracin  methylene 
disallcylate-neomircin  ointment. 
141a.99  Benzathine  penicillin  V  for  aqueous 
injection  veterinary. 

141a. 100  Phenethicillin  potassium  (potas¬ 
sium  a-phenoxyethyl  penidlltn). 
Mla.lOl  Phenethicillin  potassium  (potas- 
situn  a-phenoxyethyl  penicillin) 
tablets. 

141a.l02  Phenethicillin  potassium  (potas¬ 
sium  a-pheno^qretbyl  penicillin) 
for  oral  solution. 

141a.l03  MethiclUinsodliim. 

141a.l04  Sodium  oxacillin. 

141a.l0S  Sodium  oxacillin  tablets. 

141a.l06  Sodium  oxacillin  capsules. 

141a.l07  Buffered  methicillin  sodium  (buf¬ 
fered  soditun-2,  6-dimethoxy- 
phenyl  penicillin) . 

Authoritt:  §§  141a.l  to  141a.l07  issued 
under  sec.  507,  59  Stat.  463,  as  amended;  21 
US.C.  357. 

§  141a.l  Sodium  peniciUin,  cricium  pen¬ 
icillin,  potassium  pencHlin;  potency. 

(a)  Cylinders  icups).  Use  stain¬ 
less  steel  cylinders  with  an  outside  diam¬ 
eter  of  8  mm.  (±0Jl  mm.),  an  Inside 
diameter  of  6  mm.  <±0.1  mm.),  and  a 
length  of  10  mm.  (±0.1  mm.). 

(b)  Culture  media.  Use  ingredtents 
that  conform  to  the  standards  prescribed 
by  the  U.  S.  P.  or  N.  P. 


(1)  Make  nutrient  agar  for  the  seed 
layer  and  for  carrying  the  test  organism 
as  follows: 

Peptone _ _  6.0  gm. 

Pancreatic  digest  of  casein _ 4.0  gm* 

Teast  extract _ .... _ gX)gm. 

Beef  extract _ Ugm. 

Glucose _ ... _ ...  1.0  gm. 

Agar. _ _ 15J0gm. 

Distilled  water,  q.  s _ 1. GOOD  ml. 

pH  6.5  to  6jB  after  sterUlzation. 

(2)  Make  nutrient  agar  for  the  base 
layer  as  follows: 

Peptone _ _ _ 6.0  gm. 

Yeast  extract _ 8.0  gm. 

Beef  extract _ ..... _ 1.5  gm. 

Agar _ _ _ 151)  gm. 

Distilled  water,  q.  s _ _ _  1,0001)  ml. 

pH  6.5  to  6.6  after  sterilization. 

(3)  Make  nutrient  broth,  for  prepar¬ 
ing  an  inoculum  of  the  test  organism,  as 


follows: 

Peptone _ _  5.0  gm. 

Yeast  extract _  1.5  gm. 

Beef  extract _  1.5  gm. 

Sodium  chloride _ 3.5  gm. 

Glucose _ 1.0  gm. 

Dlpotasslum  phosphate _ 3.68  gm. 

Potassium  dlhydrogen  phos¬ 
phate  _ 132  gm. 

DistlUed  water,  q.  8 _ _  1,000.0  nxL 

pH  7.0  after  sterilization. 


In  lieu  of  preparing  the  media  from 
the  individual  ingredients  specified  in 
paragraph  (b)  (1),  (2),  and  (3)  of  this 
section,  they  may  be  made  from  a  de¬ 
hydrated  mixture  which,  when  recon¬ 
stituted  with  distilled  water,  has  .the 
same  composition  as  such  media.  lAinor 
modification  of  the  individual  ingredi¬ 
ents  specified  in  paragraidi  (b)  (1). 
(2),  and  (3)  of  this  section  are  per¬ 
missible  if  the  resulting  media  possess 
growth-promoting  properties  at  least 
equal  to  the  media  described. 

(c)  Working  standard.  Keep  the 
working  standard  (obtained  from  the 
Pood  and  Drug  Administration)  at  room 
temoerature  In  tightly  stoppered  vials, 
which  in  turn  are  kept  in  larger  stop¬ 
pered  tubes  containing  a  suitable  desic¬ 
cant.  Weigh  out  carefully  in  an  atmos¬ 
phere  of  50  percent  relative  humidity  or 
less  between  4  and  5  milligrams  of  the 
working  standard  and  dilute  with  sterile 
1  percent  phosphate  buffer  (pH  6.0)  to 
make  a  stock  solution  of  any  convenient 
concentration.  Keep  this  solution  under 
refrigeration  and  use  for  2  days  only. 
From  this  stock  solution  make  appro¬ 
priate  working  dilutions. 

<d)  Preparation  of  sample.  Dissolve 
the  sample  to  be  tested  in  l.Q  percent 
phosphate  buffer,  pH  6.0,  to  make  an  ap- 
propitete  stock  solution. 

(e)  Preparation  of  plates.  Add  21  ml. 
of  agar  to  each  Petri  dish  (20  x  100  milli¬ 
meters).  Distribute  the  agar  evenly  in 
the  plates  and  allow  it  to  harden.  Dee 
the  plates  the  same  day  they  are  pre¬ 
pared.  The  test  orgaidsm  is  Staph- 
ylococcus  aureus  (American  Typ^  Cul¬ 
ture  Collection  6SS8P).  Maintain  the 
test  organism  on  agar  edants  and 
transfer  to  a  fresh  agar  slant  about 


once  a  wedc.  Prepare  an  inoculum  for 
the  pLies  by  transferring  the  culture 
Irom  the  agar  slant  into  broth  and  incu¬ 
bate  at  32‘>  C.  From  16  to  24 

houxB  thereafter  add  2.0  milliliters  of 
this  broth  culture  to  each  100  milliliters 
of  agar  which  has  been  melted  and 
cooled  to  48**  C.  Mix  the  culture  and 
agar  thoroughly  and  add  4  milliliters  to 
each  of  the  plates  containing  the  21 
milliliters  of  the  uninoculated  agar.  Tilt 
the  plates  back  and  lorth  to  spread  the 
inoculated  agar  evenly  over  the  siirface. 
Porcelain  covers  glazed  on  the  outside 
are  used.  Place  four  cylinders  on  the 
agsu*  surface  so  that  they  are  at  approxi¬ 
mately  90°  intervals  on  a  2.8  cm.  radius. 
In  so  placing  the  cylinders  drop  them 
from  a  height  of  V2  inch,  using  a  me¬ 
chanical  guide  or  device.  A  suspension 
of  the  test  organism  may  be  used  in 
place  of  the  broth  culture  described 
above  in  preparing  the  inoculum  for  the 
seeding  of  plates.  Prepare  such  suspen¬ 
sion  as  follows:  Wash  the  organisms 
from  an  agar  slant  which  has  been  in¬ 
cubated  for  24  hours  at  32°  C.-35°  C.  and 
stored  for  24  hours  at  room  temperature 
with  2.0  milliliters  of  sterile  physiological 
saline  onto  a  large  agar  suj^ace  such  as 
that  provided  by  a  Roux  bottle  contain¬ 
ing  300  milliliters  of  agar.  Spread  the 
suspension  of  organisms  over  the  entire 
agar  surface  with  the  aid  of  sterfie  glass 
beads.  Incubate  24  hours  at  32°  C.-35° 
C.  and  store  for  24  hours  at  room  tem¬ 
perature.  Wash  the  resulting  growth 
from  the  agar  surface  with  about  50  mil¬ 
liliters  of  sterile  physiological  saline. 
Standardize  this  sus];>ension  by  deter¬ 
mining  the  dilution  which  will  permit  20 
percent  light  transmission  through  a 
filter  at  6500  Angstrom  units  in  a  photo¬ 
electric  colorimeter.  (In  the  preparation 
of  the  suspensions  of  the  test  organism 
on  agar  slants  and  Roux  bottles,  the  24- 
hour  storage  periods  sH  room  tempera¬ 
ture  may  be  omitted  if  the  suspensions 
will  permit  20-percent  light  transmission 
through  a  filter  at  6,500  angstrom  units 
in  a  photoelectric  colorimeter).  De¬ 
termine  by  appropriate  tests  the  quan¬ 
tity  of  this  resulting  dilution  to  be  added 
to  each  100  milliliters  of  agar,  which  has 
been  melted  and  cooled  to  48°  C..  for  the 
secondary  layer  that  will  give  sharp, 
clear  zones  of  inhibition.  The  suspen¬ 
sion  may  be  used  for  1  we^. 

(f)  Assay.  Use  four  plates  for  each 
sample.  Fill  one  cylinder  on  each  plate 
with  a  1.0  unit  per  milliliter  dilution, 
and  one  with  a  0.25  unit  per  milliliter 
dilution,  of  the  working  standard.  Add 
the  estimated  dilutions  of  1.0  unit  iier 
milliliter  and  0.25  unit  per  milliliter  of 
the  sample  under  test  to  the  remaining 
two  (flinders  on  each  plate.  Carefully 
Kfiace  the  plates  in  racks  and  incubate 
16  to  18  hours  at  32*  C.~35°  C.  After  in¬ 
cubation  measure  the  diameter  of  each 
circle  of  inhibition  to  the  nearest  0.5 
millimeter  using  a  colony  counter  with 
a  millimeter  scale  etched  into  the  sup¬ 
porting  glass  over  the  light  soxirce. 
Other  measuring  devices  of  equal  accu¬ 
racy  may  be  used. 
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(g)  EsUmatlon  of  potency  and  error. 
(1)  Use  the  accompanying  chart 
(Chart  1)  and  nomograph  (Cihart  2)  for 
estimating  the  potency  and  its  error.  To 
use  the  chart  for  estimating  potency 
two  vakies.  namely,  V  and  W,  are  re¬ 
quired.  For  each  plate  calculate  two 
values 

and 

W-  (Uh  +  »0)  -  (U£  +  *t) 

where  sh  and  sl  are  the  diameters  of  the 
zones  of  inhibition  in  millimeters  of  the 
1.0  unit  and  0.25  imit  dilutions  of  the 
standard,  respectively,  and  uh  and  ul 
refer  similarly  to  the  corresponding  dilu¬ 
tions  of  the  sample  under  test.  The 
value  V  is  the  sum  of  the  v  values  for  all 
plates  and  W  is  the  sum  of  the  w  values 
for  all  plates.  To  estimate  the  potency 
locate  the  point  on  the  chart  correspond¬ 
ing  to  the  values  of  V  and  W,  and  the 
potency  can  be  read  from  the  radial 
lines  on  the  chart. 

(2)  The  error  of  the  assay  is  estimated 
by  using  the  nomograph  which  requires 
five  values,  namely,  the  potency,  V,  W, 
Rv,  and  Rw.  Rv  (the  range  of  the  v's)  is 
the  highest  value  of  v  minus  the  lowest 
value  of  V  obtained  from  the  individual 
plates.  Similarly,  Rw  is  the  difference 
between  the  highest  and  lowest  w  values. 
After  obtaining  these  five  values,  connect 
with  a  straightedge  the  points  corre¬ 
sponding  to  V  and  w  on  the  respective 
scales  on  the  right  side  of  the  nomograph. 
Mark  with  a  pin  or  sharp-pointed  pencil 
the  intersection  of  the  straightedge  and 
the  diagonal  line  of  the  nomograph. 
Move  the  straightedge  so  that  it  connects 
the  value  of  Rw  on  its  scale  and  the  di¬ 
agonal  line  at  the  point  of  the  pin.  The 
value  for  Q  is  thus  determined  by  the 
scale  value  where  the  straightedge 
crosses  the  line  labeled  “Q”.  T  is  ob¬ 
tained  by  adding  the  squares  of  Q  and 
Rv.  On  the  left  side  of  the  chart  con¬ 
nect  the  values  of  T  and  W  with  the 
straightedge  and  read  the  value  of  the 
ratio  (error  of  assay-potency)  where  the 
straightedge  intersects  the  scale  of  values 
for  the  ratio.  This  value  multiplied  by 
the  potency  equals  the  percentage  error 
of  the  assay.  The  error  of  the  assay  cal¬ 
culated  here  estimates  only  how  closely 
one  assayist  can  check  himself  on  any 
given  set  of  dilutions  of  unknown  and 
standard.  It  does  not  include  any  errors 
of  weighing  or  errors  due  to  variations 
in  materials  or  subdivisions  of  a  lot  of 
penicillin. 

The  chart  for  determining  potency 
should  not  be  used  for  determinations 
of  potency  lower  than  50  percent  or 
higher  than  150  percent  of  the  standard. 
If  the  potency  lies  outside  these  limits, 
the  assay  should  be  repeated  using  a 
higher  or  lower  dilution.  The  radial 
lines  on  the  chart  beyond  these  limits 
permit  a  rough  estimation  of  potency 
from  as  low  as  5  percent  to  as  high  as 
1,000  percent  when  low  values  of  W  are 
found.  If  the  value  of  V  or  W  falls  out¬ 
side  the  limits  of  the  chart,  divide  both 
V  and  W  by  the  same  proper  number 


to  bring  them  into  the  range  of  the 
chart  and  read  the  potency  from  the 
radial  lines  as  before.  If  11.4  Rw  Is 
greater  than  W,  the  slope  of  the  assay 
does  not  differ  significantly  from  zero 
and  the  assay  is  invalid.  (The  figure 
11.4  was  obtained  by  use  of  Student's 
“t"  test  for  determining  the  significance 
of  a  slope.) 

In  certain  laboratories  it  has  been 
noted  that  with  the  4  to  1  ratio,  in¬ 
volving  concentrations  of  0.25  unit  for 
the  low  dose,  the  zone  of  inhibition  given 
by  this  dose  may  either  be  too  small  for 
accurate  reading  or  have  edges  which 
are  poorly  defined.  In  order  to  permit 
the  use  of  a  higher  concentration  of 
penicillin  for  the  low  dose  the  third  of 
the  attached  charts  (Chart  3)  may  be 
used  in  assays  in  which  the  ratio  of 
doses  is  2  to  1,  i.  e.,  the  high  dose  (sH) 
Is  twice  the  low  dose  (sL) .  As  .in  the 
preceding  chart  (Chart  1 ) ,  ii  the  potency 
lies  outside  the  limits  of  50  percent  to  150 
percent  the  assay  should  be  repeated, 
using  a  lower  or  higher  dilution.  The 
potencies  beyond  these  limits  are  to  be 
used  for  rough  estimation  purposes  only. 
These  extensions  can  also  be  used  for 
four  (or  more)  plate  assays  if  both  V  and 
W  are  divided  by  the  same  proper  num¬ 
ber  to  bring  them  into  the  range  of  the 
chart.  The  error  of  the  assay  using  the 
ratio  of  doses  2  to  1  is  estimated  by  using 
the  nomograph  (Chart  2)  in  the  same 
manner  as  described  for  the  4  to  1  ratio 
of  doses.  However,  the  resultant  error  of 
the  assay  derived  in  this  manner  must- 
be  divided  by  2  to  give  the  correct  error 
of  the  assay  for  the  2  to  1  ratio  of  doses. 

(h)  Assay  by  alternative  methods. 
The  potency  of  the  sample  may  also 
be  determined  by  the  iodometric  method 
as  described  in  S  141a.5(d),  or  by  the 
standard-curve  technique,  using  a  single 
dose  of  standard  and  unknown.  In  the 
case  of  the  standard-curve  technique, 
dilute  the  sample  to  be  tested  to  1.0 
miit  per  milliliter  (estimated)  in  1  per¬ 
cent  phosphate  buffer.  pH  6.0.  Place 
six  cylinders  on  the  inoculated  agar 
surface  so  that  they  are  at  approximatly 
60”  intervals  on  a  2.8-centimeter  radius. 
Use  three  plates  for  each  sample  and  fill 
three  cylinders  on  each  plate  with  the 
1.0  unit  per  milliliter  standard  and  three 
cylinders  with  the  1.0  unit  per  milliliter 
(estimated)  ssimple,  alternating  stand¬ 
ard  and  sample.  Incubate  the  plates 
for  16  to  18  hours  at  32”  C.-35'’  C.  and 
measure  the  diameter  of  each  circle  of 
inhibition.  Average  the  zone  reading  of 
the  standard,  and  average  the  zone  read¬ 
ings  of  the  sample  on  the  plates  used. 
If  the  sample  gives  a  larger  average 
zone  size  than  the  average  of  the  stand¬ 
ard,  add  the  difference  between  them 
to  the  1.0  unit  per  milliliter  zone  size 
of  the  standard  curve.  If  the  average 
sample  zone  size  is  smaller  than  the 
standard  value,  subtract  the  difference 
between  them  from  the  1.0  unit  per  milli¬ 
liter  zone  size  of  the  standard  curve. 
From  thb  curve  read  the  concentration 


corresponding  to  these  corrected  values 
of  zone  sizes.  Prepare  concentrations 
for  the  standard  curve  by  diluting  ali¬ 
quots  of  the  standard  stock  solution  with 
1  percent  phosphate  buffer,  pH  6.0,  to 
give  final  concentrations  of  0.64, 0.80, 1.0, 
1.25,  and  1.56  units  per  milliliter.  Use 
three  plates  for  each  concentration  ex¬ 
cept  the  1.0  unit  per  milliliter  concentra¬ 
tion.  Thus  there  will  be  a  total  of  12 
plates.  The  1.0  unit  concentration  is  the 
reference  point  and  is  included  on  each 
plate.  On  each  of  three  plates  fill  three 
cylinders  with  the  1.0  unit  per  milliliter 
standard  and  the  other  three  cylinders 
with  the  concentration  of  the  standard 
under  test.  Thus  there  will  be  thirty-six 
1.0  unit  per  milliliter  determinations  and 
nine  determinations  for  each  of  the  other 
concentrations  on  the  curve.  Incubate 
the  plates  for  16  to  18  hours  at  32” 
C.-35”  C.  and  measure  the  diameter  of 
each  circle  of  inhibition.  Average  the 
readings  of  1.0  unit  per  milliliter  concen¬ 
tration  and  the  readings  of  the  concen¬ 
tration  tested  on  each  set  of  three  plates, 
and  average  also  all  36  readings  of  the 
1.0  unit  per  milliliter  concentration. 
The  average  of  the  36  readings  of  the 
1.0  unit  per  milliliter  concentration  is 
the  correction  point  for  the  curve.  Cor¬ 
rect  the  average  value  obtained  for  each 
concentration  to  the  figure  it  would  be 
if  the  1.0  unit  per  milliliter  reading  for 
that  set  of  three  plates  were  the  same  as 
the  correction  point.  Thus,  if  in  cor¬ 
recting  the  0.8  unit  ,,.er  milliliter  concen¬ 
tration,  the  average  of  the  36  readings 
of  the  1.0  unit  per  milliliter  concentra¬ 
tion  is  18  millimeters  and  the  average  of 
the  1.0  unit  per  milliliter  concentration 
on  this  set  of  three  plates  is  17.8  milli¬ 
meters,  the  correction  is  -1-0.2  millimeter. 
If  the  average  reading  of  the  0.8  unit 
per  milliliter  concentration  of  these  same 
three  plates  is  17.0  millimeters,  the  cor¬ 
rected  value  is  then  17.2  millimeters. 
Plot  these  corrected  values  Including  the 
average  of  the  thirty-six  1.0  unit  per 
milliliter  concentrations  on  two-cycle 
semilog  paper,  using  the  concentrations 
in  units  per  milliliter  as  the  ordinate 
(logarithmic  scale)  and  the  diameter 
of  the  zone  of  inhibition  as  the  abscissa. 
Draw  the  standard  curve  through  these 
points,  either  by  inspection  or  by  means 
of  the  following  equations: 

3a+2b-fc— c. 


„  3c4-2d-fc— a, 

„  ■  — » — 

where: 

L= calculated  zone  diameter  for  the  lowest 
concentration  of  the  standard  cizrve, 
=  calculated  zone  diameter  for  the  high¬ 
est  concentration  of  the  standard 
curve, 

c=  average  zone  diameter  of  36  readlnp 
of  the  1.0  unit  per  mUlillter  standard, 
a,  b,  &,  e=corrected  average  values  for  the 
0.64,  0.80,  1.25,  and  1.56  units  per 
miUiliter  standard  solutions,  respM- 
tively. 

Plot  the  values  obtained  for  L  and  H  and 
connect  with  a  straight  Ifiie. 


Rotio:  Error  of  Assoy/Potency 
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PENICILLIN  ASSAY- Chort  for  Determining  Potency  HZ 
os  Percent  of  Stondord  from  Two-Ddse  Plote  Method  t** 


XliU.*Uj-(VS,)]«V 


Chart  3. 


I 


(1)  Potency.  The  potency  of  sodium 
penicillin,  calcium  penicillin,  and  potas¬ 
sium  penicillin  is  satisfactory  when  as¬ 
sayed  by  the  methods  described  in  this 
section  if  the  immediate  containers  are 
represented  to  contain: 

(1)  200,000  units  or  less  and  contain 
85  percent  or  more  of  the  number  of 
units  so  represented; 

(2)  More  than  200,000  units  and  con¬ 
tain  90  percent  or  more  of  the  units  so 
represented. 

§  141a.2  Sodium  penicillin,  calcium  pen> 
icillin,  potassium  penicillin ;  sterility. 

(a)  Culture  medium.  In  tlie  test  for 
bacteria,  use  U.  S.  P.  fluid  thioglycolate 
medium  I  or  a  dehydrated  mixture 
which,  when  reconstituted  with  distilled 
water,  has  the  same  composition  as  such 
medium  and  has  growth-promoting,  buf¬ 
fering,  and  oxygen-tension-controlling 
properties  equal  to  or  better  than  those 
of  such  medium.  In  the  preparation  of 
the  medium  from  either  the  individual 
ingredients  or  any  dehydrated  mixture 
avoid  contamination  with  calcium.  In 
the  test  for  molds  and  yeasts  use  U.  S.  P. 
Sabouraud  Liquid  Medium  (Modifled). 

(b)  Conduct  of  test  for  bacteria.  Add 
not  more  than  10  milliliters  of  sterile 
distilled  water,  or  sterile  physiological 
salt  solution,  to  each  immediate  con¬ 
tainer  in  the  sample  to  be  tested.  From 
each  of  not  less  than  seven  immediate 
containers  transfer  aseptically  the  equiv¬ 
alent  of  approximately  300  milligrams, 
or  the  entire  contents  if  the  container  is 
packaged  to  contain  less  than  300  milli- 
grams.'to  individual  tubes  (38  x  200  milli¬ 


meter  size)  each  containing  75-100 
milliliters  of  thioglycolate  medium  and 
sufficient  penicillinase  to  completely  in¬ 
activate  the  penicillin  used  in  the  test. 
(Prior  to  use,  the  tubes  containing  the 
medium  with  added  penicillinase  are 
incubated  at  32“  C.— 35“  C.  for  not  less 
than  24  hours  and  examined  for  ster¬ 
ility.)  After  adding  the  penicillin  to 
the  tubes  let  them  stand  at  room  temper¬ 
ature  for  2  hours,  with  frequent  shaking. 
To  one  of  such  tubes  add  1.0  miUiliter  of 
a  1:1,000  dilution  of  an  18-24  hour  broth 
culture  of  M.  pyogenes  var.  aiureus 
(P.  C.  I.-209P  and  American  Type  Cul¬ 
ture  Collection  6538P) .  Incubate  all 
tubes  at  32“  C.— 35“  C.  for  5  days.  The 
batch  meets  the  requirements  of  the  test 
for  bacteria  if  on  the  flrst  or  second  test 
the  control  tube  and  no  other  tube  shows 
growth,  or  if  the  number  of  tubes  (ex¬ 
cluding  the  control  tubes)  that  show 
growth  in  three  or  more  consecutive  tests 
is  not  more  than  10  percent  (to  compen¬ 
sate  for  contamination  that  may  have 
been  induced  during  the  test)  of  the  total 
number  of  samples  tested. 

(c)  Conduct  of  test  for  molds  and 
yeasts.  Add  not  more  than  10  milliliters 
of  sterile  distilled  water  or  sterile  physi¬ 
ological  salt  solution  to  each  immediate 
container  in  the  sample  to  be  tested. 
From  each  of  not  less  than  four  imme¬ 
diate  containers  transfer  aseptically  the 
equivalent  of  Approximately  300  milli¬ 
grams,  or  the  entire  contents  if  the  con¬ 
tainer  is  packaged  to  contain  less  than 
300  milligrams,  to  individual  tubes  each 
containing  75-100  milliliters  of  U.  S.  P. 
Sabouraud  Liquid  Medium.  Incubate 


all  tubes  at  approximately  25“  C.  for  5 
days.  The  batch  meets  the  requirements 
of  the  test  for  molds  and  yeasts  if  on  the 
flrst  or  second  test  no  tube  shows  growth, 
or  if  the  number  of  tubes  that  show 
growth  in  three  or  more  consecutive 
tests  is  not  more  than  10  percent  (to 
compensate  for  contamination  that  may 
have  been  induced  during  the  test)  of 
the  total  niunber  of  samples  tested. 

§  141a.3  Sodium  penicillin,  calcium  pen¬ 
icillin,  potassium  penicillin ;  pyro¬ 
gens. 

(a)  Temperature  recording.  Use  an 
accurate  clinical  thermometer  or  any 
other  temperature-recording  device  of 
equal  sensitivity  that  has  been  tested  to 
determine  the  time  necessary  to  reach 
the  maximum  reading.  Insert  the  tem¬ 
perature-recording  device  into  the  rec¬ 
tum  of  the  test  animal  to  a  depth  of  not 
less  than  7.5  centimeters  and  allow  suf¬ 
ficient  time  to  reach  a  maximum  tem¬ 
perature,  as  previously  determined,  be¬ 
fore  taking  the  reading. 

(b)  Test  animal.  Use  healthy,  ma¬ 
ture  rabbits,  each  weighing  not  les§  than 
1500  grams  and  which  have  maintained 
their  weight  on  an  antibiotic-free  diet 
for  at  least  1  week  under  the  environ¬ 
mental  conditions  specified  in  this  sec¬ 
tion.  House  the  animals  individually 
in  an  area  of  uniform  temperature 
(±3*  C.  (±5“  F.))  and  free  from  dis¬ 
turbances  likely  to  excite  them.  Do  not 
use  animals  for  pyrogen  tests  more  fre¬ 
quently  than  once  every  48  hours  or  prior 
to  2  weeks  following  their  having  been 
given  a  test  sample  that  was  adjudged 
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pyrogenic.  One  to  3  days  before  using 
an  animal  that  has  not  been  used  for  a 
test  during  the  previous  2  weeks,  condi¬ 
tion  it  by  conducting  a  sham  test  as  di¬ 
rected  under  paragraph  (c)  of  this  sec¬ 
tion,  omitting  the  injection. 

(c)  Procedure.  Perform  the  test  in 
an  area  where  the  animals  are  housed 
or  under  similar  environmental  condi¬ 
tions.  On  the  day  of  the  test,  withhold 
all  food  from  the  animals  being  used 
until  after  completion  of  the  test,  ex¬ 
cept  that  access  to  water  may  be  allowed, 
and  determine  the  “control  tempera¬ 
ture”  of  each  animal.  In  any  one  test 
use  only  those  animals  the  control  tem¬ 
peratures  of  which  do  not  deviate  by 
more  than  1"  C.  from  each  other,  and 
do  not  use  any  animal  with  a  tempera¬ 
ture  exceeding  39.8“  C.  The  control 
temperature  recorded  for  each  rabbit 
constitutes  the  temperature  from  which 
any  subsequent  rise  following  the  in¬ 
jection  of  the  material  is  calculated. 
Render  the  syringes,  needles,  and  glass¬ 
ware  free  from  pyrogens  by  heating  at 
250°  C.  for  not  less  than  30  minutes  or 
by  any  other  suitable  method.  Warm 
the  product  to  be  tested  to  approximately 
37“  C.  Dilute  the  sample  with  sterile, 
pyrogen-free  distilled  water  to  a  con¬ 
centration  of  2,000  units  per  milliliter. 
Inject  1  milliliter  per  kilogram  into  an 
ear  vein  of  each  of  three  rabbits  within 
30  minutes  subsequent  to  the  control 
temperature  reading.  Record  the  tem¬ 
perature  at  1,  2,  and  3  hours  subsequent 
to  the  injection.  If  no  rabbit  shows  an 
Individual  rise  in  temperature  of  0.6“  C. 
or  more  above  its  respective  control 
temperature,  and  if  the  sum  of  the  three 
temperature  rises  does  not  exceed  1.4“ 
C.,  the  sample  meets  the  requirements 
for  the  absence  of  psrrogens.  If  one  or 
two  rabbits  show  a  temperature  rise  of 
0.6“  C.  or  more,  or  if  the  sum  of  the 
temperature  rises  exceeds  1.4“  C.,  repeat 
the  test,  using  five  other  rabbits.  If  not 
more  than  three  of  the  eight  rabbits 
show  individual  rises  in  temperature  of 
0.6“  C.  or  more,  and  if  the  sum  of  the 
eight  temperature  rises  does  not  exceed 
3.7“  C.,  the  sample  meets  the  require¬ 
ments  for  the  absence  of  p3rrogens. 

§  141a.4  Sodium  penicillin,  calcium  pen¬ 
icillin,  potassium  penicillin;  toxicity. 

Inject  intravenously  each  of  five  mice, 
within  the  weight  range  of  18  to  25 
grams,  with  0.5  milliliter  of  a  solution  of 
.  the  sample  prepared  by  diluting  with 
sterile  distilled  water  to  approximately 
4,000  units  per  milliliter.  The  injection 
should  be  made  over  a  period  of  not  more 
than  5  seconds.  If  no  animal  dies  within 
48  hours,  the  sample  is  nontoxic.  If  one 
or  more  animals  die  within  48  hours, 
repeat  the  test  with  five  unused  mice 
weighing  20  grams  (±0.5  gram)  each;  if 
all  animals  survive  the  repeat  test,  the 
sample  is  nontoxic. 

§  I41a.5  Sodium  penicillin,  calcium  pen¬ 
icillin,  potassium  penicillin;  mois¬ 
ture,  pH,  microscopical  test  for  crys¬ 
tallinity. 

(a)  Moisture.  In  an  atmosphere  of 
about  10  percent  relative  humidity, 
transfer  about  100  milligrams  of  the 
finely  powdered  sample  to  a  tared  weigh¬ 
ing  bottle  or  weighing  tube  equipped  with 


a  capillary-tube  stopper,  the  capillary 
having  an  inside  diameter  of  0.20  milli¬ 
meter-0.25  millimeter.  Weigh  the  bottle 
or  tube  and  place.it  in  a  vacuum  oven 
without  removing  the  stopper  and  dry 
at  a  temperature  of  60“  C.  and  a  pressure 
of  5  millimeters  of  mercury  or  less  for 
3  hours.  At  the  end  of  the  (bring  period, 
fill  the  vacuum  oven  with  air  dried  by 
passing  it  through  a  drying  agent  such 
as  sulfuric  acid  or  silica  gel.  Place 
weighing  bottle  or  tube  in  a  desiccator 
over  a  desiccating  agent  such  as  phos¬ 
phorous  pentoxide  or  silica  gel,  allow  to 
cool  to  room  temperature,  and  reweigh. 

(b)  pH.  Dilute  the  sample  to  be  tested 
with  carbon-dioxide-free  distilled  water 
so  that  the  resulting  solution  contains  30 
milligrams  per  milliliter.  Determine  the 
pH  of  this  solution  at  25“  C.  using  a  pH 
meter  equipped  with  a  glass  and  a  calo¬ 
mel  electrode. 

(c)  Microscopical  test  for  crystallinity 
of  sodium  penicillin  and  potassium  peni¬ 
cillin.  Mount  in  mineral  oil  and  ex¬ 
amine  by  means  of  a  polarizing  micro¬ 
scope.  Crystalline  penicillin  shows  re¬ 
solvable  particles  which  reveal  the 
phenomena  of  birefringence  (interfer¬ 
ence  colors)  and  extinction  positions  on 
revolving  the  microscope  stage.  Crys¬ 
talline  penicillin  also  reveals  diagnostic 
refractive  Indices  when  examined  by  the 
immersion  method. 

(d)  Heat  stability — (1)  Crystalline 
penicillin,  crystalline  penicillin  G.  Store 
a  weighed  sample  (approximately  30 
milligrams)  of  crystalline  penicillin  in 
an  unstoppered  50-milliliter  Erlenmeyer 
flask  for  4  days  in  an  electric  oven  at 
100“  C.±l“.  At  the  end  of  this  period  it 


Penicillin  O  does  not  show  a  loss  of  more 
than  10  percent  of  its  original  potency. 

(e)  Crystalline  penicillin  O — (1)  Re¬ 
agents.  The  reagents  described  in  sub¬ 
divisions  (i),  (ii).  and  (iii)  of  this  sub- 
paragraph  are  freshly  prepared  every 
three  days  and  are  of  such  quality  that 
when  used  in  this  procedure  with  a 
known  penicillin  O  not  less  than  97  per¬ 
cent  of  penicillin  O  is  recovered. 

(i)  Amyl  acetate  iiso-amyl  acetate) 
solution.  Saturate  the  amyl  acetate 
(boiling  range  138.5“-141.5*  C.)  with  the 
N-ethyl  piperidine  salt  of  penicillin  O 
by  adding  2  milligrams  of  the  salt  for 
each  1.0  milliliter  of  the  solvent.  C(X)1 
this  solution  to  0“-8“  C.  and  filter  it 
through  a  sintered-glass  filter  immedi¬ 
ately  before  use. 

(ii)  Acetone  solution.  Saturated  re¬ 
agent  grade  acetone  with  the  N-ethyl 
piperidine  salt  of  penicillin  Q  using  3  mg. 


does  not  show  a  loss  of  more  than  10  per¬ 
cent  of  its  original  potency  when  de¬ 
termined  as  follows:  Dilute  a  weighed 
sample  (approximately  30  milligrams) 
with  a  1-percent  phosphate  buffer  at 
pH  6.0  to  a  concentration  of  approxi¬ 
mately  1.2  miUigrams  per  milliliter 
(2,000  units  per  milliliter) .  Add  2.0-mil¬ 
liliter  aliquots  to  each  of  two  125-milli¬ 
liter  glass-stoppered  Erlenmeyer  or 
iodine  flasks.  To  one  add  2.0  milliliters 
of  1  iV  NaOH  and  allow  to  stand  at  room 
temperature  for  15  minutes.  At  the  end 
of  this  time  add  2.0  milliliters  of  1.2  N 
HCl  and  add  10  milliliters  of  0.01  N  h 
(prepared  from  0.1  N  I,  U.  S.  P.) .  (Equal 
volumes  of  1 N  NaOH  and  1.2  N  HCl  when 
mixed  give  pH  1.0.)  After  15  minutes, 
titrate  the  excess  iodine,  using  0.01 
N  NazStOi.  Toward  the  end  of  the 
titration  add  one  drop  of  starch  solution 
or  about  5.0  mil^ilit^^s  of  CCl*.  Continue 
the  titration  by  the  addition  of  0.01  to 
0.02-milliliter  portions  of  0.01  N  Na:StO«, 
shaking  vigorously  after  each  addition. 
The  end  point  Is  reached  when  the  blue 
color  of  the  starch-iodine  complex  is 
discharged  or  when  the  CCl  layer  be¬ 
comes  colorless.  To  the  second  flask  add 
10  milliliters  of  0.01  N  1,  and  titrate  im¬ 
mediately  with  0.01  N  NaiS^Oi  for  the 
blank  determination.  Divide  the  differ¬ 
ence  in  titers  by  a  factor,  P,  which  is  tlie 
number  of  milliliters  of  0.01  N  I,  absorbed 
by  1.0  milligram  of  sodium  penicillin  Q 
working  standard,  to  obtain  the  milli¬ 
grams  of  penicillin  sodium  salt.  Deter¬ 
mine  the  factor  F  by  actual  standardiza¬ 
tion  against  the  sodium  penicillin  G 
working  standard,  using  the  above 
method. 


of  salt  for  each  1  milliliter  of  acetone. 
Cool  this  solution  to  0“-8“  C.  and  filter  it 
through  a  sintered-glass  filter  immedi¬ 
ately  before  use. 

(iii)  H -ethyl  piperidine  solution.  N- 
ethyl  piperidine  (boiling  range  129.5“- 
131.0“  C.)  should  be  stored  in  brown 
bottles  in  a  refrigerator.  Dilute  1.0  mil¬ 
liliter  of  this  reagent  with  4.0  milliliters 
of  amyl  acetate.  Saturate  this  solution 
with  tide  N-ethyl  piperidine  salt  of  peni¬ 
cillin  G,  using  about  3  milligrams  of  the 
salt  for  each  1.0  milliliter  of  solution. 
Cool  this  solution  to  0“-8“  C.  and  filter 
it  through  a  sintered-glass  filter  immedi¬ 
ately  before  use. 

(iv)  Phosphoric  acid  solution.  Pre¬ 
pare  by  dissolving  1.0  milliliter  of  reagent 
grade  phosphoric  acid  (85  percent)  in  4.0 
milliliters  of  water.  Cool  to  0*  to  8“  C. 
and  shake  before  using. 


Units  of  penicillin  G  per  milligram = 


Difference  In  titers  x  potency  of  FDA  penicillin  G 
wortdng  standard  In  units  per  milligram 
Sample  weight  (milligrams)  in  2.0  milliliters x  F 


Percent  loss  of  potency  =; 


(Original  assay — assay  after  4  days  at  100*  C.)  XlOO 


Original  assay 


(2)  Crystalline  penicillin  O.  Proceed  as  directed  in  subparagraph  (1)  of  this 
paragraph,  except  make  the  calculations  as  follows:  Divide  the  difference  in  titers 
by  a  factor,  F,  which  is  the  number  of  milliliters  of  0.01  H  1,  absorbed  by  1.0  milli¬ 
gram  of  the  penicillin  O  working  standard,  to  obtain  the  milligrams  of  potassium 
penicillin  O.  Determine  the  factor  F  by  actual  standardization  against  the  peni¬ 
cillin  O  working  standard. 


Units  of  penicillin  O  per  milligrams 


Difference  In  titers  x  potency  of  FDA  penicillin 

_ working  standard  In  units  per  mUllgram 

Sample  weight  (milligrams)  In  2  milliliters  x  F 
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RULES  AND  REGULATIONS 


(▼)  Sttica  gel.  Use  dry  silica  gel 
(mesh  size  6>16,  Tyler  standard) .  Place 
about  0.5  gram  of  the  silica  gel  in  a 
micro  filter  funnel  (approximately  10* 
millimeter  diameter)  having  a  fritted- 
glass  disc  of  medium  porosity. 

(2)  Procedure.  Accurately  weigh 
from  60  to  70  milligrams  of  the  sample  to 
be  tested  in  a  glass  test  tube  or  glass  vial 
of  approximately  10  milliliters  capacity. 
Add  2.0  milliliters  of  water  to  dissolve 
the  penicillin  and  cool  the  solution  to  0** 
to  5*  C.  Add  2  milliliters  of  the  amyl 
acetate  solution  and  0.5  milliliter  of 
the  phosphoric  acid  solution,  stop¬ 
per  and  shake  vigorously  for  approxi¬ 
mately  15  seconds.  Centrifuge  to  ob¬ 
tain  a  clear  separation  of  the  two  layers 
(approximately  20  seconds).  After  cen¬ 
trifuging,  remove  as  much  of  the  amyl 
acetate  layer  as  possible  (usually  about 
1.7  milliliters-1.6  milliliters)  with  a  2- 
milliliter  hsrpodermic  syringe  equipped 
with  a  suitable  needle,  and  add  it  to  the 
filter  funnel  containing  the  silica  gel. 
Allow  the  amyl  acetate  to  remain  in  con¬ 
tact  with  the  silica  gel  for  exactly  20 


(f)  PenicUlin  K  content.  Determine 
the  content  of  penicillin  K  by  the  fol¬ 
lowing  method:  Dilute  a  weighed  sample 
or  the  contents  of  a  vial  with  0.3  M  phos¬ 
phate  (Na*  HPO«  and  KH2PO4)  buffer  pH 
6.0  to  give  a  solution  containing  approxi¬ 
mately  1,000  units/ml.  In  the  case  of 
calcium  penicillin  where  a  precipitate  of 
calcium  phosphate  occurs,  remove  the 
precipitate  by  filtration  and  use  the  clear 
filtrate.  Place  a  15.0-milliliter  aliquot 
of  this  solution  in  a  125 -milliliter  sep¬ 
aratory  funnel,  add  30.0  milliliters  of 
chloroform  U.  S.  P.  and  shake  for  1 
minute.  (Carry  out  aU  operations  at 
room  temperature.)  Allow  the  mixture 
to  stand  with  occasional  swirling  to  settle 
the  droplets  of  chloroform  imtil  the  top 
layer  is  clear  (usually  about  10  minutes) . 
Draw  off  aU  but  about  2  milliliters  of  the 
lower  chloroform  layer  through  a  small 
pledget  of  cotton  into  a  glass-stoppered 
fiask.  Take  a  4.0-milliliter  aliquot  of 
the  original  solution,  a  4.0-milliliter 
aliquot  of  the  buffer  solution  remaining 
in  the  separatory  funnel  and  a  10.0-mil¬ 
liliter  aliquot  of  the  chloroform  solu¬ 
tion  and  determine  the  mgyml.  of 
penicillin  in  each  by  the  iodometric 
assay  procedure  described  in  paragraph 
(d)  of  this  section  using  4.0  milliliters  of 
the  1  N  NaOH  and  4.0  milliliters  of  the 
1.2  N  HCl  for  each  of  the  above  aliquots. 
Make  blank  determinations  on  the  same 
size  aliquots.  Calculate  the  percent 
penicillin  in  the  buffer  layer  and  in  the 
chloroform  layer  as  compared  to  the 
original  solution.  The  sum  of  these 
percentages  should  be  100%  ±2%.  The 
percent  penicillin  K=  (96.92+%  in 
chloroform— %  in  buffer)  X  1.67.  (The 
factors  in  the  above  formula  are  based 
on  distribution  coefficients  of  penicillin 


seconds,  then  apply  suction  and  collect 
the  filtrate  in  a  smaU  test  tube  placed  in 
a  suction  fiask  surrounded  by  cracked 
ice.  Pipette  a  1.0-milliliter  aliquot  of 
the  amyl  acetate  filtrate  into  a  tared  fiat 
bottom  glass  tube  (approximately  15  x  50 
millimeters)  containing  1.0  milliliter  of 
the  acetone  solution  and  0.5  milliliter  of 
the  iV-ethyl  piperidine  solution.  The 
time  elapsing  between  acidification  and 
the  addition  of  the  filtrate  to  the  above 
reagents  should  not  be  more  than  3 
minutes.  Place  the  glass  tube  con¬ 
taining  this  mixture  in  a  large  weigh¬ 
ing  bottle,  stopper  the  bottle  and  allow 
to  stand  for  not  less  than  2  hours  in  a 
refrigerator  at  0*  to  8*  C.  Remove  the 
liquid  from  the  precipitate  by  means  of  a 
tared  micro  filter  stick  and  wash  with  a 
total  of  1  milliliter  of  the  acetone  solution 
adding  the  latter  by  means  of  a  hypoder¬ 
mic  syringe  equipped  with  a  fine  needle. 
Place  the  filter  stick  inside  the  glass  tube, 
dry  under  vacuum  at  room  temperature 
for  not  less  than  1  hour,  and  weigh. 
(Save  all  IV-ethyl  piperidine  penicillin  Q 
residues  for  saturating  reagents.) 


K  and  G  between  chloroform  and  aque¬ 
ous  phosphate  buffer  at  pH  6.0.) 

(g)  Penicillin  G  content  of  crystalline 
penicillin  O.  Accurately  weigh  approxi¬ 
mately  300  milligrams  of  the  sample  to 
be  tested  in  a  250-milliliter  Erlenmeyer 
flask,  dissolve  in  1.0  milliliter  of  2.5  per¬ 
cent  KOH  solution,  add  with  swirling 
50.0  milliliters  of  4.5  percent  KfilnO*  so¬ 
lution  and  heat  on  the  steam  bath  for  2 
hours,  covering  the  flask  with  a  watch 
glass.  Cool  to  room  temperature  and 
add  25.0  milliliters  of  10  percent  oxalic 
acid  solution.  When  the  reaction  has 
ceased,  add  15.0  milliliters  of  18  N 
H2SO4  stepwise  with  agitation  and  cool¬ 
ing.  Add  30.0  grams  of  NaCl  and  agitate 
until  a  clear,  colorless  solution  is  ob¬ 
tained.  Transfer  to  a  separatory  fun¬ 
nel  and  extract  with  three  portions  of 
chloroform.  30  milliliters.  20  milliliters, 
and  10  milliliters  in  that  order.  Filter 
the  extracts  through  a  pledget  of  cot¬ 
ton  previoiisly  moistened  with  chloro¬ 
form  and  collect  in  a  second  separatory 
funnel.  Add  50.0  milliliters  of  0.1  N 
NH4OH  to  the  combined  extracts,  shake 
5  minutes  and  allow  the  phases  to  sep¬ 
arate  for  10  minutes.  Discard  all  but  a 
few  milliliters  of  the  chloroform  layer. 
Draw  off  the  last  few  milliliters  of  chlo¬ 
roform  and  about  15.0  milliliters  of  the 
NH«OH  layer  into  a  glass-stoppered  test 
tube  and  centrifuge  2  minutes  to  obtain 
a  clear  aqueous  layer.  Prepare  a  blank 
by  shaking  50.0  milliliters  of  0.1  N 
NH4OH  with  60.0  milliliters  of  chloro¬ 
form  as  described  above.  Determine  the 
absorbance  of  the  blank  compared  wit^ 
0.1  N  NH4OH  at  220  mft  and  224mM-  De¬ 
termine  the  abkorbance  of  the  sample  at 
220  mu  and  224  m/i  compared  with  the 
blank.  Calculate  the  quantity  of  ben¬ 


zoic  acid  in  the  solution  from  the  equa¬ 
tion: 

_ A(A224)-(i(220) 

*“  RB-A 

where: 

z=  concentration  of  milligrams  per  mil¬ 
liliter  of  benzoic  acid  In  sample. 

A  =  absorbance  per  milligram  of  benzoic 
acid  n.SJ*.  per  milliliter  of  0.1  N 
NH4OH  at  220  mu. 

B=  absorbance  per  milligram  of  benzoic 
acid  U.SP.  per  milliliter  of  0.1  N 
NH4OH  at  224  mM. 

^  _  absorbance  of  blank  at  220  m/i. 

~  absorbance  of  blank  at  224  mp.. 
A220=  absorbance  of  sample  at  220  m/t. 
A224=  absorbance  of  sample  at  224  m^i. 

Calculate  the  quantity  of  penicillin  G 
in  the  sample  from  the  equation: 

3.05X(60)(100) 

Weight  of  sample  In  milligrams 

= percent  penicillin  Q. 

(h)  Penicillin  O  content.  (1)  Accu¬ 
rately  weigh  approximately  100  milli¬ 
grams  of  the  sample  in  a  25-milliliter 
glass-stoppered  test  tube  and  add  5.0 
milliliters  of  chloroform  (previously 
washed  with  water)  and  15  milliliters  of 
distilled  water.  Place  the  tube  in  an 
ice  bath  for  5  minutes  and  then  add  1.5 
milliUters  of  1  to  4  HJ>0«.  Shake  the 
tube  vigorously  for  2  minutes,  centrifuge 
for  1  minute  to  separate  the  layers,  and 
withdraw  the  lower  chloroform  layer 
with  the  aid  of  a  10-milliliter  hypo¬ 
dermic  S5n*inge  equipped  with  a  3 -inch 
needle.  Superficially  dry  the  chloro¬ 
form  by  filtering  through  a  pledget  of 
cotton,  using  a  U-shaped  funnel  to  re¬ 
duce  evaporation  during  filtration.  Col¬ 
lect  the  filtrate  in  a  5-milliliter  glass- 
stoppered  bottle  and  use  within  an  hour. 
Place  this  chloroform  solution  in  the 
absorption  cell,  which  consists  of  two 
rock-salt  plates  with  a  1.0-millimeter 
polyethylene  :^acer  between  them, 
clamped  firmly  in  the  cell  holder.  Ad¬ 
just  the  amplification  of  a  suitable 
infrared  spectrometer  to  full-scale  de¬ 
flection  for  1  /iv.,  set  the  slit  opening  at 
0.300  millimeter,  and  record  the  spec¬ 
trum  from  10.7  /t  to  9.4  n,  taking  a  zero 
reading  (shutter  closed)  at  the  begin¬ 
ning  and  at  the  end  of  the  run.  Calcu¬ 
late  the  baseline  absorbance  from  the 
following  equation: 

Ai,=:Logio  — 

where: 

A{,=  baseline  absorbance. 

/{,=  distance  from  the  zero  line  to  the 
transmission  peak  at  10  A  s. 

/,=  distance  from  the  zero  line  to  the  max¬ 
imum  absorption  of  the  band  at 

10.1  p,. 

The  absorptivity,  a,  of  the  sample  in  the 
particular  cell  bei^  used  is  calculated 
as  follows: 

Weight  of  sample* 

Using  an  accurately  weighed  sample  of 
about  100  milligrams  of  the  potassium 
penicillin  O  working  standard  in  the 
above  procedure,  determine  its  absorp¬ 
tivity  in  the  same  cell.  Obtain  the  per- 


Pereent  of  sodium  penicillin  Q— 
Percent  of  potassium  penicillin  Q— 


mg.  N-ethyl  piperidine  penicillin  precipitate  X  159.3 
Weight  of  sample  mg. 

mg.  N-ethyl  piperidine  penicUUn  precipitate  X  166.5 
Weight  of  sample  mg. 
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cent  penicillin  O  In  the  sample  under 
test  by  the  following  calculation: 

(2)  If  the  sample  is  potassitim  penicil¬ 
lin  O,  the  following  method  may  be  used: 
Grind  the  sample  to  a  uniform  powder, 
using  a  mortso:  and  pestle.  W^h.  by 
difference,  100  milligrams  to  150  milli¬ 
grams  of  liquid  petrolatum  into  an  agate 
mortar.  Divide  the  actual  weight  of  the 
liquid  petrolatum  by  three,  and  add 
exactly  this  amount  of  the  powdered 
penicillin  O  to  the  liquid  petrolatum  in 
the  mortar.  Mix  with  a  small  spatula  ’ 
and  then  mull  thoroughly  with  the 
pestle  until  a  uniform  consistency  is  ob¬ 
tained.  Use  two  circular  rock-sedt 
plates,  each  2  inches  in  diameter,  as  the 
absorption  cell.  Place  a  small  drop  of 
the  mull  in  the  center  of  one  of  the  rock- 
salt  plates.  Place  a  brass  spacer.  0.0036- 
thic^  on  the  plate.  (This  spacer  is  cut 
in  the  shape  of  a  circular  ga^et  with  a 
1-inch  center  hole  and  a  slit  to  permit 
the  escape  of  air  when  the  two  plates  are 
pressed  together.)  Put  on  the  top  salt 
plate  gently  and  slowly  squeeze  together 
to  spread  the  mull  imiformly.  Clamp 
the  two  plates  firmly  together  in  a  metal 
cell  holder.  (The  ceU  hcdder  consists  of 
two  metal  plates,  one  containing  a  rec¬ 
tangular  center  slit  ^-inch  wide  x  %- 
inch  long,  the  other  with  a  center  hole  1 
inch  in«diameter.  The  two  plates  are 
clamped  together  by  means  of  threaded 
studs  and  nuts.)  Examine  the  assembled 
'  cell  by  holding  it  up  to  the  light.  It 
should  appear  smooth,  free  of  any  air 
bubbles,  and  not  in  contact  with  the 
spacer.  Place  the  .cell  in  a  suitable  in¬ 
frared  spectrophotometer.  Adjust  the 
amplification  of  the  spectrometer  to  full- 
scale  defiection  for  1  ^v..  set  the  slit 
opening  to  about  0.300,  and  run  the 
spectrum  from  9.4  fi  to  10.7  fi,  using  an 
automatic  slit-control  mechanism  and 
taking  a  zero  reading  (shutter  closed)  at 
the  beginning  and  at  the  end  of  the  run. 
Draw  a  baseline  between  two  points,  one 
on  each  side  of  the  analytical  band 
(10.1  /t),  and  calculate  the  baseline 
absorbance,  uslpg  the  following  equa¬ 
tion: 

Ai,=logio~ 

where: 

/p=:  baseline  absorbance. 

A{,= distance  from  the  zero  line  to  the 
maximum  absorption  of  the  band. 

/(,=  distance  from  the  zero  line  to  the 
baseline,  measured  at  the  same 
wavelength  as  Ip. 

Using  known  mixtures  of  p^cillin  Q 
working  standard  and  penicillin  O  work¬ 
ing  standard,  prepare  a  standard  curve 
by  plotting  the  baseline  al^rbance 
values  obtained  against  the  percent  peni¬ 
cillin  O.  Obtain  the  percent  penicillin  O 
in  the  sample  imder  test  from  this  stand¬ 
ard  curve. 

§  I41a.6  So^Mua  penkilliM.  calcaim  pei»> 
icUlin,  poiaaeiiina  peziksUm;  peaa* 
cillm  X« 

Dissolve  the  contents  of  a  1(X),000  unit 
&inpul  in  about  20  milliliters  of  ice  cold 
No.  251— Pt.  n - 2 


distilled  water.  Transfer  quantitativdy 
to  a  100-milliliter  volumetric  flask, 
rinsing  the  ampul  with  small  portions  of 
ice  cold  water  and  make  to  100  milliliters. 
Pipette  a  50.0-mllliliter  aliquot  Into  a 
125-milliliter  separatory  funnel,  then 
add  50.0  milliliters  of  cold  chloroform 
and  shake  the  mixture.  Add  an  amount 
of  approximately  1  N  HaSO«  to  bring  the 
pH  of  the  aqueous  layer  to  2.0.  (The 
amount  of  1  IV  H1SO4  to  be  added  is 
calculated  by  titrating  a  separate  5.0- 
milliliter  aliquot  of  the  100-milllliter 
dilution  to  pH  2.0  using  a  suitable  pH 
meter.)  Shake  the  mixture  vigorously 
for  one  minute.  Allow  the  layers  to 
separate  and  filter  the  chloroform 
through  a  small  pledget  of  cotton,  moist¬ 
ened  with  chloroform,  into  a  second  125- 
milliliter  separatory  funneL  Shake  the 
acid  aqueous  solution  with  a  second  50.0 
milliliters  of  cold  chloroform  and,  wb&i 
the  layers  have  separated,  withdraw  the 
chloroform  through  the  same  filter  into 
the  second  separatory  funnel,  immedi¬ 
ately  neutralize  the  add  aqueous  solu¬ 
tion,  containing  the  penicillin  X.  with 
0.1  N  NaOH  to  pH  6.5  to  7.0  using  the  pH 
meter  and  make  to  100  milliliters  with 
water.  Make  appropriate  dilutions  in 
1  percent  phosphate  buffer  at  pH  6.0  and 
assay  as  directed  in  S  141a.l  (f )  or  (h) . 
Shake  the  combined  cUoroform  ex¬ 
tracts,  containing  any  penicillin  Q,  etc., 
with  small  successive  portions  of  cold 
NaHCO*  solution  (0.1  percent) ,  until  Uie 
combined  NaH(X)*  extracts  give  a  of 
7.0,  and  make  to  100  milliliters  with 
water.  Make  the  proper  estimated  dilu¬ 
tions  in  1  percent  phosphate  buffer  at 
pH  6.0.  Assay  these  last  dilutions  as 
directed  in  §  141a.l  (f )  or  (h) .  The 
potency  of  the  penicillin  X  fraction  plus 
potency  of  the  penicillin  G,  etc.,  fraction 
should  approximate  that  of  the  potency 
of  the  original  solution.  All  of  the  above 
extractions  should  be  carried  out  in  a 
cold  room. 

§  141a.7  Penicttlin  in  oil  and  wax. 

(a)  Potency.  Proceed  as  directed  In 
§  141a.l  except  paragraph  (i)  thereof 
and,  in  lieu  of  the  directions  in  §  141a.l 
(d)  prepare  sample  as  follows:  Liquefy 
the  sample  by  warming,  thoroughly  mix, 
and  withdraw  1.0  milliliter  using  a  sterile 
syringe  equipped  with  an  18-gauge 
needle.  Transfer  to  a  separatory  funnel 
containing  approximated  50  milliliters 
of  peroxide-free  ether.  Shake  the 
separatory  funnel  vigorously  to  bring 
about  complete  mixing  of  the  material 
with  the  ether.  Shake  with  a  25-milli- 
llter  portion  of  1  percent  phosphate 
buffer  at  pH  6.0.  Remove  the  buffer 
layer  and  repeat  the  extraction  with 
three  25-milliliter  quantities  of  buffer. 
Combine  the  extracts  and  make  the 
proper  estimated  dilutions  in  1  percent 
phosphate  buffer  at  pH  6.0.  The  sample 
may  also  be  prepared  by  tran^erring 
aseptically  1.0  muuiiter  of  the  penicillin 
in  oil  and  wax  to  a  blending  jar  contain¬ 
ing  100  milliliters  of  1  parent  phosphate 
buffer  at  pH  6.0.  Using  a  high-speed 
blender,  blend  this  mixtnre  for  1  minute 
and  than  make  the  proper  estimated 
dilutians  in  1  percent  phosphate  buffer  at 
pB  Rt.  If  the  lab^  represents  the 
potency  of  the  penicillin  in  oil  and  wax 


eg  a004)00  unite  per  milliliter  or  less.  It 
ie  satisfactory  if  it  is  8&  percent  or  more 
of  the  potency  ao  represented;  if  rqnre- 
sented  as  more  than  2(MMM0  unto  per 
milbhter.  it  ie  satisfactory  if  it  is  tO  per¬ 
cent  or  more  of  the  potency  ao  r^ure- 
aented. 

(b)  Sterility.  Transfer  aseptieally  di¬ 
rectly  to  the  tubes  of  the  medium  the 
entire  contents  of  single-dose  containers 
or  the  equivalent  of  approximately  360 
milligrams  (activity)  from  each  mul¬ 
tiple  dose  container,  and  proceed  as  di¬ 
rected  in  8  141a.2. 

(c>  Moisture — (1>  Beayeuts — (i)  Karl 
Fischer  reagent.  Preserve  the  reagoit  in 
gla8s-stoi^;>ered  bottles  and  use  from  an 
all  glass  automatic  burette,  xnrotecting 
Uie  solution  from  the  moisture  in  the  air. 

(ii)  Water-methaTKii  solution.  Use 
methanol  c<mtaining  approximately  1 
mg.  of  water  per  milliliter.  Store  the 
solution  in  a  glass  bottle  attached  to  an 
automatic  burette  and  protect  from 
moisture  in  the  air  at  all  times. 

(2)  Standardization  o/  Kari  Fischer 
reagent.  Add  a  known  volume  of  the 
Karl  Fischor  rei^ait  to  a  suitable  titrat¬ 
ing  vessel  which  has  been  previous 
dried  at  106**  C.  and  cooled  in  a  desicca¬ 
tor.  Introduce  a  mechanical  stirrer  and 
two  platinum  electrodes  which  are  con¬ 
nected  to  a  suitaUte  ^ectrometric  appa¬ 
ratus  for  measurement  of  the  endpoint. 
Start  the  stirrer  and  titrate  with  the 
water-methanol  solution  until  the  end¬ 
point  is  reached.  Calculate  the  mfiU- 
liters  of  Kari  Fischer  reagent  equivalent 
to  each  milliliter  of  water-methanoL 
Add  an  accurately  weighed  quantity  of 
water  (approximately  50  milligrams)  to 
a  dry  titrating  vessri,  add  an  excess  of 
the  Karl  Fischer  reagei^  and  bade  titrate 
with  the  water-methanol  solution  as 
above.  Calculate  the  milligrams  of 
water  equivalent  to  each  millilita  of  the 
Karl  Fischer  reagent.  Standardize  the 
Karl  Fischer  reagent  in  this  manner 
daily. 

where 

e— mniigramz  of  water  equivalent  to  1  ml. 

Karl  Fischer  reagent, 
te— weight  of  water  In  mlUlgrama. 

volume  of  Karl  Fischer  reagent  tised. 
voltone  of  methanol  used. 

/—volume  ratio  of  Kari  Ftachar  reagent  to 


(3)  Procedure.  Transfer  1.0  milliliter 
of  the  peidcillin  in  oil  and  wax  to  a  dry 
titrating  vessd,  add  16  milbli*'°rs  of  dry 
chloroform  and  an  excess  ox  the  Karl 
Fischer  reagent  and  back  titrate  with  the 
water-methanol  solution  until  the  end- 
point  is  readied.  Transfer  10  milBliters 
of  the  dry  chloroform  used  to  a  dry  ti¬ 
trating  vessel,  add  an  excess  of  Karl 
Fischer  reagoot,  and  titrate  with  the 
water-methanol  as  aoove.  Calculate  the 
milliliters  of  Kari  FUcher  reagent  equiv¬ 
alent  to  10  milliliters  of  chloroform. 


Percent  moisture' 


(u,— xexIOt 
sxKMO 


wlmre  _ 

0— mflmtters  Karl  Fischer  zeageni  equiva¬ 
lent  to  10  ml.  of  chlorofonn 

m  votums  ot  the  san^lo  la  makUlstB. 


(d)  Measurement  of  penicUBn  particte 
size.  Vigorously  shake  the  container  to 
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obtain  an  even  suspension  of  the  penicil* 
lin  particles  and  immediately  withdraw 
therefrom  approximately  Oil  milliliter  of 
the  drug  into  a  clean,  dry,  tuberculin 
ssrringe  using  a  dry  18>gauge  needle. 
Discard  approximately  the  first  5  drops 
of  the  mixtiu'e  extruded  from  the  needle 
and  then  extrude  approximately  1  minim 
of  the  remaining  mixture  into  a  test  tube 
containing  3  to  4  milliliters  of  light  min* 
eral  oil.  Thoroughly  mix  the  contents 
of  the  tube  and  by  means  of  a  bacterio¬ 
logical  loop  (2  millimeters  inside  diam¬ 
eter,  22  gauge  wire),  immediately  place 
one  loopful  of  the  suspension  on  each 
ruled  chamber  of  a  bright  line  hemocy- 
tometer.  (It  is  not  necessary  to  use  a 
cover  slip.)  Confirm  by  means  of  the 
low  power  objective  of  the  microscope 
the  even  distribution  of  particles  over 
the  ruled  areas  of  both  chambers  and  re¬ 
peat  with  another  loopful  of  the  suspen¬ 
sion  if  even  dispersion  is  not  obtained. 

Use  a  magnification  of  430  or  440  diam¬ 
eters  and  a  calibrated  ocular  microm¬ 
eter  to  measure  the  penicillin  particles. 
For  the  purpose  of  measurement  and 
calculaticm.  the  predominant  tsrpe  of 
crystals  observed  shall  be  considered  to 
represent  the  t3n?e  of  crystals  present 
and  the  thiclmess  and  density  of  all  par¬ 
ticles  shall  be  considered  constant.  Cen¬ 
ter  a  large  penicillin  particle  in  the 
microscopic  field;  measure  the  particle 
and  all  other  particles  in  the  field  and 
repeat  this  operation  on  other  fields 
until  at  least  200  particles  are  measured. 
Particles  of  less  than  5  microns  in  length 
are  disregarded.  The  grouping  of  the 
particles  by  length,  the  midpoint,  the 
ratio  of  the  midpoints,  and  the  sauare 
of  the  ratio  of  the  midpoints  for  each 
group  are  tabulated  below: 


Qroap 

I.eneth 

in 

microns 

Mid¬ 

point 

Ratio  of 
mid¬ 
points 

(Ratio)* 

1  . 

8-14 

0.6 

1.00 

1.00 

. 

16-2S 

22.0 

2.31 

8.34 

8  . 

30-48 

30.6 

4. 1« 

17.31 

4. _ _ 

60-00 

80.6 

6.26 

39.10 

8 _ 

70-00 

84.8 

8.80 

70.03 

6.  _ 

.  100-149 

134.6 

13.10 

171.61 

7.  _ 

.  180-100 

174.8 

18.36 

337.09 

8^ . 

.  200-340 

224.6 

23.63 

588.38 

fc- . 

.  380-800 

278.0 

28.98 

838.10 

Calculate  the  percent  particles  in  each 
group  from  the  total  number  measured. 
Detennine  the  percent  relative  weight  for 
each  group  as  follows: 

Plate  type  particlee.  Relative  weight^- 
(ratlo)*x  %  ot  total  particlee  In  group. 


%  relative  weight^ 


relative  weight  x  100 
total  relative  weight 


Rod-'Bhaped  particlee.  In  the  case  of  rod- 
ihi4>e<l  pai14olee  measure  the  width  as  well  as 
the  length. 

Relative  weight— ratio  X  average  width  x  % 
of  total  particles  In  group 

•  1  relative  weight  X 100 

%  relative  weight— - — - 

total  relative  weight 

When  examined  by  the  method  de¬ 
scribed  in  this  section  not  less  than  50 
percent  of  the  total  relative  weight  of  the 
penicillin  in  the  drug  consists  of  penicil¬ 
lin  having  a  particle  size  of  not  less  than 
60  microns  in  length. 


S  141a.8  Penicillin  ointment. 

(a)  Potency.  Proceed  as  directed  in 
8  141a.l,  except  paragraph  (i)  ot  that 
section,  and  in  lieu  of  the  directions  in 
8  141a.l(d),  prepare  the  sample  by  one 
of  the  following  techniques: 

(1)  Extraction.  Place  a  representa¬ 
tive  portion  of  the  sample  (usually  ap¬ 
proximately  1  gram,  accurately  weighed) 
or  the  entire  contents  of  a  single-dose 
container  in  a  separatory  funnel  con¬ 
taining  50  milliliters  of  peroxide-free 
ether.  If  the  sample  consists  of  sub¬ 
stantially  more  than  1  gram,  use  100 
milliliters  of  peroxide-free  ether.  Shake 
the  sample  8uid  ether  until  homogeneous. 
Add  25  milliliters  of  1 -percent  phosphate 
buffer.  pH  6.0.  and  shake.  If  the  sampla 
consists  of  substantially  more  than  1 
gram,  use  50  milliliters  of  buffer.  Allow 
the  layers  to  separate.  Remove  the 
buffer  layer  and  repeat  the  extraction 
with  new  portions  of  buffer  at  least  three 
times  and  any  additional  times  necessary 
to  ensure  complete  extraction  of  the 
antibiotic.  Combine  the  extractives  and 
make  the  proper  estimated  dilutions  with 
buffer. 

(2)  Blending.  Place  an  accurately 
weighed  representative  portion  of  the 
sample  (usually  approximately  1  gram), 
or  the  entire  contents  of  a  single-dose 
container,  in  a  blending  jar  containing 
1.0  milliliter  of  polysorbate  80  and  suffi¬ 
cient  1 -percent  phosphate  buffer,  pH  6.0, 
to  give  a  final  volume  of  200  milliliters. 
If  the  sample  consists  of  substantially 
more  than  1  gram,  use  sufficient  buffer  to 
give  a  final  volume  of  500  milliliters. 
Using  a  high-speed  blender,  blend  the 
mixture  for  2  minutes  and  then  make  the 
proper  estimated  dilutions  with  buffer. 
Its  content  of  penicillin  is  satisfactory  if 
it  contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.7  (c) ,  using  a  weighed  sample  of 
approximately  1  granr  dissolved  in  10 
milliliters  of  a  mixture  of  equal  parts  of 
dry  chloroform  and  carbon  tetrachloride, 
but  in  lieu  of  calculating  the  milliliters 
of  Karl  Fischer  reagent  equivalent  to  10 
milliliters  of  chloroform,  determine  the 
milliliters  of  reagent  equivalent  to  10 
milliliters  of  the  mixture  of  chloroform 
and  carbon  tetrachloride. 

§  141a.9  Penicillin  tablets. 

(a)  Potency — (1)  Tablets  that  do  not 
contain  procaine  penicillin  G,  benzathine 
penicillin  G,  penicillin  V,  or  potassium 
penicillin  V.  Proceed  as  directed  in 
§  141a.l,  except  8  141a.l  (i) ,  and  in  lieu 
of  the  directions  in  8  141a.l(d)  prepare 
the  sample  by  one  of  the  following 
methods: 

(i)  Grinding.  Grind  a  representative 
number  of  tablets  (usually  5  to  12) ,  using 
a  mortar  and  pestle.  Transfer  all  the 
powder  or  a  weighed  aliquot  of  the  pow¬ 
der  to  an  appropriate  volumetric  fiask 
and  make  to  mark  by  adding  sufficient 
phosphate  buffer,  and  shake  thoroughly. 
Blake  the  proper  estimated  dilutions  in  1 
percent  phosphate  buffer.  pH  6.0. 

(ii)  Blending.  Place  a  representative 
number  of  tablets  (usually  5  to  12)  in  a 
blending  jar  and  add  thereto  approxi¬ 


mately  200  milliliters  of  a  500-milllllter 
quantity  of  1  percent  phosphate  buffer. 
pH  6.0.  After  blending  for  1  minute 
with  a  high-speed  blender,  add  the  re-, 
mainder  of  the  500  milliliters  of  buffer. 
Blend  again  for  1  minute  and  make  the 
proper  estimated  dilutions  in  1  percent 
phosphate  buffer,  pH  6.0. 

(iii)  Dissolving.  If  the  tablets  dis¬ 
solve  readily,  dissolve  a  representative 
number  of  tablets  (usually  5  to  12)  in  1 
percent  phosphate  buffer.  pH  6.0,  and 
make  the  proper  estimated  dilutions  in  1 
percent  phosphate  buffer.  pH  6.0. 

(2)  Tablets  that  contain  benzathine 
penicillin  G.  Proceed  as  directed  in 
8  141a.l,  except  §  141a.l(i).  and  in  lieu 
of  the  direction  in  |141a.l(d)  prepare 
the  sample  as  follows:  Grind  6  tablets, 
using  a  mortar  and  pestle,  and  add  |5uf- 
ficient  formamide  or  dimethylforma- 
mide  (previously  adjusted,  if  necessary, 
to  pH  6  to  7  with  a  few  drops  of  concen¬ 
trated  H2SO4  per  liter)  to  give  a  concen¬ 
tration  of  not  more  than  15,000  units  per 
milliliter.  Allow  to  stand  for  */4  hour, 
with  frequent  agitation,  then  make  the 
proper  estimated  dilutions  in  1  percent 
phosphate  buffer  at  pH  6.0.  The  sample 
may  also  be  prepared  by  one  of  the  fol¬ 
lowing  methods:  Place  6  tablets  in  a 
blending  jar  containing  100  milliliters  of 
a  500-milliliter  quantity  of  redistilled 
methyl  alcohol.  After  blending  for  1 
minute  with  a  high-speed  blender,  add 
the  remainder  of  the  500-milliliter  quan¬ 
tity  of  redistilled  methyl  alcohol.  Blend 
agaih  and  make  the  proper  estimated 
dilutions,  using  1.0  percent  phosphate 
buffer,  pH  6.0,  or  grind  a  representative 
number  of  tablets  (usually  5  to  12) ,  using 
a  mortar  and  pestle.  Add  sufficient  re¬ 
distilled  methyl  alcohol  to  the  powder, 
or  a  weighed  aliquot  of  the  powder,  to 
give  a'  concentration  of  2,000  units  to 
5,000  units  per  milliliter.  Allow  to  stand 
for  %  hour,  with  frequent  agitation,  then 
dilute  with  sufficient  1.0  percent  phos¬ 
phate  buffer,  pH  6.0,  to  give  a  stock  solu¬ 
tion  of  not  less  than  200  units  per  milli¬ 
liter.  Bdake  the  proper  estimated  dilu¬ 
tions,  using  1.0  percent  phosphate  buffer, 
pH  6.0,  to  give  a  concentration  of  1.0  unit 
per  milliliter.  If  the  iodometric  assay 
method  is  used,  proceed  as  directed  in 
8  141a.84(a)(l). 

(3)  Tablets  that  contain  procaine  pen¬ 
icillin  G.  Proceed  as  directed  in  §  141a.l. 
except  §141a.l(i),  and  in  lieu  of  the 
directions  in  8  141a.  1(d),  prepare  the 
sample  as  follows:  Grind  a  representa¬ 
tive  number  of  tablets  (usually  5  to  12) 
using  a  mortar  and  pestle.  To  the 
powder,  or  a  weighed  aliquot  of  the 
powder,  add  sufficient  redistilled  metha¬ 
nol  to  ^ve  a  concentration  of  10,000  to 
100,000  units  per  milliliter.  Agitate 
thoroughly  and  dilute  further  with  suf¬ 
ficient  1  percent  phosphate  buffer.  pH 
6.0,  to  give  a  concentration  of  2,000  units 
per  milliliter  (estimated)  if  the  iodomet¬ 
ric  assay  method  is  used,  or  a  concentra¬ 
tion  of  1.0  unit  per  milliliter  (estimated) 
if  the  bioassay  method  is  used. 

(4)  Tablets  that  contain  penicillin  V. 
Using  the  penicillin  V  working  standard 
as  the  standard  of  comparison,  proceed 
as  directed  in  subparagraph  (3)  of  this 
paragraph. 
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(5)  Tablets  that  contain  potassiitm 
penicillin  V.  Using  the  penicillin  V 
working  standard  as  the  standard  at 
comparison,  proceed  as  directed  in  sub¬ 
paragraph  (1)  of  this  paragraidi. 

The  average  potency  of  penicillin  tablets 
is  satisfactory  if  they  contain  not  less 
than  85  percent  of  the  numba:  of  units 
per  tablet  that  they  are  represented  to 
contain. 

(b)  Moisture.  Use  4  tablets  and  pro¬ 
ceed  as  directed  in  S141a.5(a).  except 
that  if  they  contain  benzathine  penicillin 
O  or  penicillin  V  proceed  as  directed 
in  §  141a.26(e). 

(c)  Disintegration  time — (1)  Uncoated 
tablets.  Proceed  as  directed  in  the 
U.S.P..  using  simulated  gastric  fluid  test 
solution.  The  tablets  are  satisfactory  if 
they  disintegrate  within  1  hour. 

(2)  Plain  coated  tablets.  Proceed  as 
directed  in  the  U.SP.  If  the  tablets 
have  not  distintegrated  after  30  minutes 
in  the  gastric  fluid,  use  simulated  in¬ 
testinal  fluid  for  an  additional  30  min¬ 
utes.  The  tablets  are  satisfactory  if 
they  disintegrate  within  1  hour. 

§  141a.l0  Potassium  penicillin  Y  (po¬ 
tassium  penicillin  V  salt). 

(a)  Potency.  Using  the  penicillin  V 
working  standard  as  the  standard  of 


comparison,  proceed  as  directed  In 
S  I4la.l. 

(b)  Toxicity,  Proceed  as  directed  in 
9  141a.Sl  (b>. 

(c)  Moistwre.  Proceed  as  directed  In 
9  141a.5  (a)  or  9  141a.26  (e). 

(d)  pH.  Proceed  as  directed  In 
9  141a.5  (b) ,  using  an  aqueous  solution 
prepared  by  adding  30  milligrams  per 
milliliter. 

(e)  Microscopical  test  for  crystaUin- 
tty.  Proceed  as  directed  in  §  X4Ia.5  (c). 

(f)  PenidHin  V  content.  Accurately 
weigh  approximately  50  milligrams  of 
the  sample,  dissolve  in  0.1  N  NaOH  so¬ 
lution,  amd  make  to  100  milliliters  with 
0.1  N  NaOH  solution.  Determine  the 
absorbance  of  the  sample  at  the  absorp¬ 
tion  peak  at  275  mju  using  a  suitable 
ultraviolet  spectrophotometer  and 
quartz  cells.  Set  the  instrument  to  100- 
percent  transmission  with  0.1  N  NaOH 
solution.  If  a  recording  spectrophotom¬ 
eter  is  used,  record  the  ultraviolet  ab¬ 
sorption  spectrum  from  240  m^t  to  290 
mu.  If  a  nonrecording  instrument  is 
used,  determine  the  absorbance  (of  a 
solution  containing  20  milligrams  per 
100  milliliters)  at  the  275  m/t  absorp¬ 
tion  peak,  using  a  slit  width  of  0.5  milli¬ 
meter  or  less.  (The  exact  position  of 
the  peak  should  be  determined  for  the 
particular  instrument  used.) 


_  TT  AbBorbance  at  276  m^iX  100.000X100 

Percent  potassium  penicillin  V=— — - 

MUUgrams  ot  sample  (in  100  mUhllters)  Xa„X90.a 

where: 

a><= absorptivity  (1%,  1  cm.)  of  the  penicillin  V  working  standard  similarly  treated. 
90.2= percentage  of  penicillin  V  in  pure  potaasimn  penicillin  V. 


§  141a.ll  Penicillin  with  aluminum  hy¬ 
droxide  gel. 

(a)  Sodium  penicillin,  calcium  peni¬ 
cillin,  potassium  penicillin.  Proceed  as 
directed  in  §§  141a.l.  141a.2,  141a.4,  and 
141a.5  (a)  and  (b) ;  if  crystalline  penicil- 
Un,  §141a.5  (c),  (d)  and  (f);  and  if 
crystalline  penicillin  O,  §  141a.5(e). 

(b)  Aluminum  hydroxide  gel.  Thor¬ 
oughly  shake  the  aluminum  hirdroxide 
gel  and  transfer  asepticaHy  1.0  and  0.1- 
milliliter  portions  in  triplicate  to  sterile 
Petri  dishes.  Pour  into  each  Petri  dish 
20  milliliters  of  nutrient  agar,  described 
in  §  141a.l  (b)  (1),  which  has  been 
melted  and  cooled  to  48*  C.  Thoroughly 
mix  the  aluminum  hydroxide  and  melted 
agar.  Allow  the  agar  to  solidify,  invert 
the  Petri  dishes,  and  incubate  for  48 
hours  at  32*  C.-35*  C.  Count  the  number 
of  colonies  appearing  on  the  plates  and 
calculate  therefrom  the  number  of  viable 
bacteria  per  milliliter  of  the  aluminum 
hydroxide  gel. 

§  141a.l2  Penicillin  troches* 

(a)  Potency.  Proceed  as  directed  in 
i  141a.l,  except  paragraph  (i)  thereof 
and,  in  lieu  of  the  directions  in  9  141a.l 

(d) ,  prepare  sample  as  follows; 

(1)  If  the  troche  does  not  contain  a 
masticatory  substance,  proceed  as  di¬ 
rected  in  9  141a.9  (a). 

(2)  If  the  troche  contains  paraffin  as 
a  masticatory  substance,  place  five 
troches  in  a  separatory  funnel  containing 
75  ml.  of  N-hexane;  shake  until  the 
troches  are  dissolved.  Shake  with  a  25- 
milliliter  portion  of  1  percent  {diosphate 
buffer  at  pH  6.0.  Remove  the  buffer  layer 


and  repeat  the  extraction  with  three  25- 
milliliter  quantities  of  buffer.  Combine 
the  extracts  and  make  the  proper  esti¬ 
mated  dilutions  in  1  percent  phosphate 
buffer  at  pH  6.0. 

(3)  If  the  troche  contains  gum  as  a 
masticatory  substance,  cut  each  of  five 
troches  into  fine  pieces  and  place  in  a 
glass  blending  jar  containing  100  milli- 
Kters  of  a  50  percent  acetone- water  solu¬ 
tion.  Using  a. high-speed  blender,  blend 
for  3  to  5  minutes.  AM  an  additional  100 
milliliters  of  a  50  percent  acetone-water 
solution  to  the  blender  and  blend  for  an 
additional  3  to  5  minutes,  and  then  make 
the  pix^r  estimated  dilutions  in  1  per¬ 
cent  phosphate  buffer  at  pH  6.0. 

The  average  potency  of  the  troche  is 
satisfactory  if  it  contains  not  less  than 
85%  of  the  number  of  units  it  is  repre¬ 
sented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a) .  or  if  it  contains  a  msmtica- 
tory  substance  proceed  as  directed  in 
9  141a.7  (c) .  using  1.0  to  2.0  grams  dis¬ 
solved  in  10  milliliters  of  dry  chloroform. 

§  141a.l3  Penicillin  dcntid  eones. 

(a)  Potency.  Procee<^  as  directed  in 
9  141a.l.  except  paragraph  (1)  thereof 
and.  in  lieu  of  the  directions  in  9  141aJ. 
(d),  prepare  sanmle  using  5  cones  as 
directed  in  9141a.9(a>.  The  average 
potency  of  the  cone  is  satisfactory  if  it 
contaiiLS  not  less  than  85  percent  of  the 
numbmr  of  imits  per  cone  it  is  Rgncaented 
to  contain. 

(b)  Moisture,  E^rocced  as  dlmted  tn 
9141a.5  (a). 


§141«.14  Pemca&kwitkvMocOTMlrictor. 

(a)  Peniemin  used  in  the  packaged 
combination — (1)  Potency.  Unless  it  is 
penicillin  tablets,  proceed  as  directed  in 
9 141al.  If  it  is  penicillin  tablets, 
proceed  as  directed  in  9  141a.9(a) . 

(2)  Toxicity,  moisture,  pH,  crystallin¬ 
ity,  heat  stability,,  penicillin  O  content. 
Proceed  as  directed  in  99  141a.4  and 
141a.5. 

(b)  Dry  mixture  of  penicillin  with 
vasoconstrictor;  potency,  moisture.  Pro¬ 
ceed  as  directed  in  99  14Ia.l  and  141a.5 
(a). 

§  141a.l5  Penicillin  for  snrface  applir 
cation. 

(a)  Potency.  Proceed  as  directed  in 
9  141a.9(a)  using  the  contents  of  12  im¬ 
mediate  containers. 

(b)  Moisture.  Proceed  as  directed  in 
9  141a.5  (a). 

§  141a.l6  Tablets  ahumnnm  penicillin. 

(a)  Potency,  Proceed  as  directed  in 
9  141a.9  (a) .  using  citrate  buffer  at  pH 
6.3  for  making  working  dilutions  of  the 
working  standards  and  for  the  sample 
under  test  in  lieu  of  phosphate  buffer. 
The  citrate  buffer  is  of  the  following 
composition: 

Grams 

Citric  arid . . . . . -  62.9 

Sodium  hydroxide  (peUets) -  28.26 

Sodium  citrate _  388.0 

Make  up  to  ^)00  ml.  with  distilled  water. 

(b)  Moisture.  Proceed  as  directed  in 
9  141a.5  (a). 

(c)  Disintegration  time.  Proceed  as 
directed  in  9  141a.9(c). 

§  141a.l7  Penicillin  sulfonamide  pow* 
der. 

(a)  Potency.  Proceed  as  directed 
in  9  141a.9  (a) ,  except  prepare  the  sam¬ 
ples  as  follows:  Accurately  weigh  0.5 
gram  from  each  of  the  immediate  con¬ 
tainers  and  dissolve  in  100  milliliters  of 
1.8  percent  idmsphate  buffer.  pH  6.6. 
From  this  solution  make  the  pri^r  esti¬ 
mated  dilutions  in  LO  percent  idiosidiate 
buffer  at  pH  6.8. 

(b)  Moisture.  Proceed  as  directed  In 
9141a.5(a).. 

(c)  Sterility.  Transfer  aseptically  di¬ 
rectly  to  the  tubes  of  the  medium  ap¬ 
proximately  8.5  gram  from  each  con¬ 
tainer  tested,  and  proceed  as  directed  in 

I  9 141aJ2. 

I  §  I4]a.I8  PenicflBii  vaginal  supposi¬ 
tories. 

L  (a)  Potency.  Proceed  as  directed  in 

•  9 14Ia.l  except  paragraph  (i)  thereof 
L  and  tn  lieu  of  the  direcUons  in  9  141a.l 

•  (d)  prepare  sample  as  follows: 

Place  5  suppositories  in  a  separatory 
funnel  containing  158  milliliters  of  per¬ 
oxide-free  ether.  Shake  the  separatory 
1  funnel  vigorously  to  bring  about  com- 
f  plete  mixing  of  the  material  with  the 
L  ether.  Shake  with  a  25-millIliter  portion 
3  of  1  percent  phosphate  buffer  at  pH  6.8. 
e  Remove  the  buffer  layer  and  repeat  the 
t  extraction  with  three  35-millilitar  quan- 
e  tities  of  buffer.  Combine  all  extracts  and 
1  m^e  the  propv  esttwated  dflutiom  in  1 
percent  phosi^'ate  buff^  at  pH  6.8.  The 
1  sample  maj  also  be  prtpared  as  follows: 
Place  5  suppositories  in  a  glass  blending 
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Jar  containing  200  milliliters  of  1  percent 
phosphate  buffer  at  pH  6.0.  Using  a 
high-speed  blender  blend  for  3  minutes 
and  make  the  proper  estimated  dilution 
in  1  percent  phosphate  buffer  at  pH  6.0. 
The  average  potency  of  the  suppository  is 
satisfactory  If  it  contains  not  less  tiian 
85  percent  of  the  number  of  units  It  is 
represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
1 141a.7  (c)  using  a  weighed  suppository 
dissolved  in  10  milliliters  of  dry  chloro¬ 
form  and  2  milliliters  of  methanol  from 
the  titrating  burette.  (Correct  for  the 
amount  of  moisture  in  the  solvents  used.) 

§  141a.  19  Buffered  crystalline  penicillin. 

Proceed  as  directed  in  §§  141a.  1, 
141a.2.  141a.3,  141a.4.  141a.5  and  141a.6. 

§  141a.20  Capsules  buffered  penicillin 
with  pectin  hydrolysate. 

(a)  Potency.  Proceed  as  directed  in 
S  141a.l  except  paragraph  (i)  thereof 
and  in  lieu  of  the  directions  in  §  141a.  1 
(d)  prepare  samples  as  follows: 

Place  the  contents  of  12  capsules  and 
the  empty  capsules  into  a  500-milliliter 
volumetric  flask.  Add  approximately  200 
milliliters  of  1  percent  phosphate  buffer 
at  pH  6.0,  shake  until  the  powder  has  dis¬ 
solved  and  the  capsules  have  gelatinized 
and  make  to  500  milliliters  with  the  phos¬ 
phate  buffer.  Make  the  proper  estimated 
dilutions  in  1  percent  phosphate  buffer 
at  pH  6.0.  The  average  pot^cy  of  cap¬ 
sules  buffered  penicillin  with  pectin  hy¬ 
drolysate  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
units  per  capsule  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  utilizing  the  contents  of  4 
capsules. 

§  141a.21  Capsules  penicillin  and  no¬ 
vobiocin. 

(a)  Potency — (1)  Penicillin  content — 
(i)  Plate  assay.  Proceed  as  directed  in 
§  141a.l,  with  the  following  exceptions: 

(a)  In  lieu  of  the  directions  pre¬ 
scribed  by  8  141a.l  (d) ,  prepare  the  sam¬ 
ple  by  dissolving  the  contents  of  aTep- 
resentative  number  of  capsules  (usually 
5  to  12)  in  sufficient  1.0-percent  potas¬ 
sium  phosphate  buffer  (pH  6.0)  to  give 
a  stock  solution  of  convenient  concen¬ 
tration. 

(b)  In  lieu  of  the  directions  prescribed 
by  §  141a.l  (e) ,  use  as  the  test  orga¬ 
nism  the  novobiocin-resistant  strain 
of  Staphylococcus  aureus  (ATCC  12692). 
Maintain  the  organism  on  agar  con¬ 
taining  10  micrograms  of  novobiocin 
per  milliliter.  Prepare  an  organism  sus¬ 
pension  by  washing  the  organism  from  an 
agar  slant  (which  has  been  incubated  for 
24  hours  at  32*  C.-35*  C.)  with  3.0  milli¬ 
liters  of  sterile  physiological  saline  solu¬ 
tion  onto  a  large  surtace  of  agar 
containing  10  micrograms  of  novobiocin 
per  milliliter.  A  Roux  bottle  containing 
300  milliliters  of  agar  is  satisfactory.  In¬ 
cubate  24  hours  at  32*  C.-35*  C.  Wash 
the  resulting  growth  from  the  agar  sur¬ 
face  with  sufficient  sterile  physiological 
saline  solution,  so  that  a  tenfold  dilution 
of  the  bulk  suspension  will  give  20-per¬ 
cent  light  transmission,  using  a  suitable 
photoelectric  colorimeter  with  a  650- 


milllmicron  filter  and  an  18-miIllmeter- 
diameter  test  tube  as  an  absorption  celL 
Run  test  plates  to  determine  the  quantity 
of  bulk  suspension  (usually  1  milliliter) 
that  should  be  added  to  each  100  milli¬ 
liters  of  agar  to  give  clear,  sharp  zones  of 
inhibition  of  appropriate  size. 

(ii)  lodometric  assay.  Proceed  as  di¬ 
rected  in  8  141a.5  (d)  (1).  with  the  fol¬ 
lowing  exceptions:  Use  the  contents  of 
a  representative  number  of  capsules 
(usually  5  to  12)  dissolved  in  sufficient 
1.0-percent  potassium  phosphate  buffer 
(pH  6.0)  to  give  a  concentration  of  2,000 
units  per  milliliter  (estimated).  In  the 
blank  determination  add  1  drop  of  1.2 
N  Hd  to  the  2.0-milliliter  aliquot  of  the 
assay  solution  immediateh^  before  the 
addition  of  the  10.0  milliliters  of  0.01  N 
iodine.  Prepare  the  inactivated  solution 
as  follows:  To  5.0  milliliters  of  the  assay 
solution  add  10.0  milliliters  of  1  N  NaOH 
and  allow  to  stand  at  room  temperature. 
After  15  minutes  add  10.0  milliliters  of 
1.2  N  HCl,  mix  well,  and  filter  through 
filter  paper.  To  10.0  milliliters  of  clear 
filtrate  add  10.0  milliliters  of  0.01  N 
iodine. 

Its  content  of  penicillin  is  satisfactory  if 
it  contains  not  less  than  85  percent  of  the 
number  of  units  per  capsule  that  it  is 
represented  to  contain. 

(2)  Novobiocin  content.  Proceed  as 
directed  in  paragraph  (c)  (1)  of  this 
section,  except-  prepare  the  sample  as 
follows:  Place  a  representative  sample 
(usually  5  to  12  capsules)  in  a  blending 
Jar  containing  200  milliliters  of  0.1  M 
potassium  phosphate  buffer  (pH  8.0)  and 
blend  for  1  minute  with  a  high-speed 
blender.  To  an  aliquot  add  sufficient 
penicillinase  to  inactivate  the  penicillin, 
further  dilute  with  1-percent  potassium 
phosphate  buffer  (pH  6.0)  to  give  a  final 
concentration  of  0.5  microgram  per  mil¬ 
liliter  (estimated)  and  allow  to  stand  for 
^-hour  at  37*  C.  Its  content  of  novo¬ 
biocin  is  satisfactory  if  it  contans  not  less 
than  85  percent  of  the  number  of  milli¬ 
grams  per  capsule  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed'  as  directed  in 
8  141a.5  (a). 

(c)  Novobiocin  used  in  making  the 
capsules — (1)  Potency —  (1)  Cylinders 
(cups) .  Use  cylinders  described  in 
8  141a.l  (a). 

(ii)  Culture  media,  (a)  Use  the  nutri¬ 
ent  agar  described  in  8  t41a.l  (b)  (1)  for 
the  seed  layer  and  for  canring  the 
organism. 

(b)  Use  the  nutrient  agar  described  in 
8  141a.l  (b)  (2)  for  the  base  layer. 

(Ui)  Working  standard.  Dissolve  a 
suitable  weighed  quantity  (30  to  50  milli¬ 
grams)  of  the  working  standard  (ob¬ 
tained  from  the  Food  and  Drug  Adminis¬ 
tration)  dried  as  described  in  §  141a.5(a) 
in  2  miUiliters  of  ethyl  alcohol  and 
then  add  sufficient  0.1  M  potassium 
phosphate  buffer  (pH  8.0)  to  give  a  con¬ 
centration  of  1,000  micrograms  per  milli¬ 
liter.  This  stock  solution  may  be  kept 
for  30  days  when  stored  under  refrig¬ 
eration.  * 

(iv)  Preparation  of  sample.  Dissolve 
In  sufficient  0.1  M  potassium  phosphate 
buffer  (pH  8.0). to  give  a  convenient  stock 
solution.  Further  dilute  in  1.0-percent 


potassium  phosphate  buffer  (pH  6.0)  to 
give  a  final  concentration  of  0.5  micro¬ 
gram  per  milliliter  (estimated) . 

(V)  Preparation  of  test  organism.  The 
test  organism  is  Staphylococcus  epider- 
midis  (American  Type  Culture  Col¬ 
lection  12228)  which  is  maintained  on 
slants  of  agar  described  under  subdivi¬ 
sion  (ii)  (a)  of  this  subparagraph.  Wash 
the  organism  from  the  agar  slant  with 
3  milliliters  of  sterile  physiological  saline 
solution  onto  a  large  agar  surface  such 
as  that  provided  by  a  Roux  bottle  con¬ 
taining  300  milliliters  of  the  agar  de¬ 
scribed  in  subdivision  (ii)  (a)  of  this 
subparagraph.  Spread  the  suspension  of 
organisms  over  the  entire  agar  surface 
with  the  aid  of  sterile  glass  beads.  In¬ 
cubate  for  24  hours  at  32*  C.-36*  C., 
and  then  wash  the  resulting  growth 
from  the  agar  surface  with  sufficient 
sterile  physiological  saline  solution  so 
that  a  tenfold  dilution  of  this  bulk  sus¬ 
pension  will  give  15-percent  light  trans¬ 
mission.  using  a  suitable  photoelectric 
colorimeter  with  a  650-millimicron  filter 
and  an  18-mlllimeter-dlameter  test  tube 
as  an  absorption  cell.  Run  test  plates  to 
determine  the  quantity  of  the  bulk  sus¬ 
pension  (usually  1.5  milliliters)  that 
should  be  added  to  each  100  milliliiers 
of  agar  to  give  clear,  sharp  zones  of  in¬ 
hibition  of  appropriate  size. 

(Vi)  Preparation  of  plates.  Add  21 
milliliters  of  the  agar  prepared  as  de¬ 
scribed  in  subdivision  (ii)  (b)  of  this 
subparagraph  to  each  Petri  dish  (20 
millimeters  x  100  millimeters) .  Distrib¬ 
ute  the  agar  evenly  in  the  plates  and 
allow  it  to  harden.  Use  the  plates  the 
same  day  they  are  prepared.  Melt  a 
sufficient  amount  of  the  agar  described 
in  subdivision  (ii)  (a)  of  this  subpara¬ 
graph.  cool  to  48*  C.,  add  the  proper 
amount  of  the  test  organism  as  described 
above,  and  mix  thoroughly.  Add  4  milli¬ 
liters  of  this  inoculated  agar  to  each 
Petri  dish.  Distribute  the  agar  evenly 
in  the  plates,  cover  with  porcelain  covers 
glazed  on  the  outside,  and  allow  to 
harden.  After  the  agar  has  hardened, 
place  6  cylinders  on  the  agar  surface  so 
that  they  are  at  approximately  60*  in¬ 
tervals  on  a  2.8-centimeter  radius. 

(vii)  Standard  curve.  Prepare  the 
daily  standard  curve  by  further  diluting 
the  1,000  fig.  per  milliliter  stock  solution 
in  1  percent  potassium  phosphate  buflw 
(pH  6.0).  to  obtain  concentrations  of 
C.32,  0.4,  0.5,  0.63,  and  0.78  fig.  per  milUi- 
liter.  Use  three  plates  for  the  determin¬ 
ation  of  each  point  on  the  curve,  except 
the  0.5  fig.  per  milliliter  concentration,  a 
total  of  12  plates.  On  each  of  three  plates 
fiU  three  cylinders  with  the  0.5  fig.  per 
milliliter  standard,  and  fill  the  other 
three  cylinders  with  the  concentration 
under  test.  Thus,  there  will  be  thirty- 
six  Vz-fiE.  determinations  and  nine  de¬ 
terminations  for  each  of  the  other  points 
on  the  curve.  After  the  plates  have  in¬ 
cubated,  read  the  diameters  of  the  circles 
of  inhibition.  Average  the  readings  of 
the  0.5  fig.  per  milliliter  concentration 
and  the  readings  of  the  point  tested  for  ^ 
each  set  of  three  plates,  and  average  also 
all  36  readings  of  the  0.5  fig.  per  milliliter 
concentrations.  The  average  of  the  36 
readings  of  the  0.5  fig.  per  milliliter  con¬ 
centration  is  the  correction  point  for  the 
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curve.  Correct  the  average  value  ob¬ 
tained  for  each  point  to  the  figure  it 
would  be  if  the  0.5  mS-  per  milliliter  read¬ 
ing  for  that  set  of  three  plates  were  the 
same  as  the  correction  point.  Thus,  if 
in  correcting  the  0.4  mS.  concentration, 
the  average  of  the  36  readings  of  the  0.5 
iig.  concentration  is  20.0  millimeters,  and 
the  average  of  the  0.5  fig.  concentration 
of  this  set  of  three  plates  is  19.8  milli¬ 
meters,  the  correction  is  +0.2  millimeter. 
If  the  average  reading  of  the  0.4  fig.  con¬ 
centration  of  these  same  three  plates  is 
19.0  millimeters,  the  corrected  value  is 
19.2  millimeters.  Plot  these  corrected 
values,  including  the  average  of  the  0.5 
fig.  per  milliliter  concentration,  on  semi, 
log  paper,  placing  the  concentration  in 
micrograms  per  milliliter  on  the  loga¬ 
rithmic  scale  and  the  diameter  of  the 
zone  of  inhibition  on  the  arithmetic 

scale.  Draw  the  standard  curve  through 
these  points  either  by  inspection  or  by 
means  of  the  following  equations: 

3a  +  2b  +  c— e 

L_  g  , 

3e+2d  +  c— o 

- 5 - 

where 

L= corrected  zone  diameter  for  the  lowest 
concentration  of  the  standard  curve, 
corrected  zone  diameter  for  the  high¬ 
est  concentration  of  the  standard 
curve. 

c= average  zone  diameter  of  36  readings 
of  the  0.5  fig.  per  milliliter  standard. 

a,  b,  d,  e= corrected  average  values  for  the 
0.32,  0.4,  0.63,  and  0.78  /tg.  per  mllU- 
'  liter  standard  solutions,  resp^- 

tively. 

Plot  the  values  obtained  for  L  and  H  and 
connect  with  a  straightline. 

(viii)  Assay.  Use  3  plates  for  each 
sample.  Fill  3  cylinders  on  each  plate 
with  the  standard  0.5  microgram  per 
milliliter  solution  and  3  cylinders  with 
the  0.5  microgram  per  milliliter  (esti¬ 
mated)  sample,  alternating  standard 
and  sample.  Incubate  all  plates,  includ¬ 
ing  those  containing  the  standard  curve, 
at  32*  C.-35*  C.  overnight,  and  measure 
the  diameter  of  each  circle  of  inhibition. 
To  estimate  the  potency  of  the  sample, 
average  the  zone  readings  of  the  stand¬ 
ard  and  the  zone  readings  of  the  sample 
on  the  3  plates  used.  If  the  sample  gives 
a  larger  zone  size  than  the  average  of 
the  standard,  add  the  difference  between 
them  to  the  0.5  microgram  per  milliliter 
zone  on  the  standard  curve.  If  the  aver¬ 
age  sample  value  is  lower  than  the  stand¬ 
ard  value,  subtract  the  difference  be¬ 
tween  them  from  the  0.5  microgram  per 
milliliter  value  on  the  standard  curve. 
Prom  the  curve,  read  the  potencies  cor¬ 
responding  to  these  corrected  values  of 
zone  sizes. 

(2)  Toxicity.  Proceed  as  directed  in 
$  141a.4,  except  use  physiological  salt 
solution  as  the  diluent,  and  inject  0.5 
milliliter  of  a  solution  containing  4  mil¬ 
ligrams  per  milliliter. 

(3)  Moisture.  Proceed  as  directed  in 
n4la.5  (a). 

(4)  pH.  Proceed  as  directed  in 
S  14la.b  (b) ,  using  a  saturated  aqueous 
solution  (approximately  25  milligrams 
per  milliliter)  of  the  drug. 

(5)  Crystallinity.  Proceed  as  di¬ 
rected  in  8  141a.5  (c). 


§  141a.22  Penicillin  bougies. 

(a)  Potency.  Proceed  as  directed  in 
8  141a.9(a). 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.7  (c) .  using  1.0  to  2.0  grams  of 
bougies  dissolved  in  10  milliliters  of  dry 
chloroform  if  it  contains  the  excipient 
polyethylene  glycol.  If  it  does  not  con¬ 
tain  the  excepient  polyethylene  glycol, 
proceed  as  directed  in  8  141a.5  (a) . 

§  141a.23  Crystalline  penicillin  and 
epinephrine  in  oil. 

(a)  Potency.  Proceed  as  directed  in 
§  141a.7(a)  except  the  provisions  fpr 
warming  the  sample.  When  examined 
by  the  method  described  in  this  section 
the  potency  of  crystalline  penicillin  and 
epinephrine  in  oil  is  satisfactory  if  it  is 
90  percent  or  more  of  the  potency 
represented. 

(b)  Sterility.  Proceed  as  directed  in 
§  141a.7  (b). 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.7  (c). 

(d)  Epinephrine  content — (1)  Stand¬ 
ard  curve.  Prepare  a  stock  standard  con¬ 
taining  20  milligrams  of  U.  S.  P.  epi¬ 
nephrine  reference  standard  in  100  milli¬ 
liters  of  phosphate  buffer  at  pH  4.0.  This 
buffer  is  prepared  by  adjusting  1  percent 
phosphate  buffer  pH  6.0  with  1:100  phos¬ 
phoric  acid  (ortho  85  percent)  to  pH  4.0. 
The  stock  standard  is  stored  in  the  re¬ 
frigerator  and  may  be  used  as  long  as  it 
remains  colorless.  Transfer  1.0,  2.0,  3.0, 
4.0,  and  5.0  milliliters  of  the  standard  to 
each  of  five  100-milliliter  volumetric 
flasks  using  transfer  pipettes.  Add  4.0, 
3.0,  2.0,  and  1.0  milliliters  of  the  phos¬ 
phate  buffer  pH  4.0  to  the  first  four  flasks 
respectively  to  give  each  a  total  volume 
of  5  milliliters.  Add  1.0  milliliter  of  0.1 
N  iodine  to  each  flask,  shake  for  one 
minute,  add  2.0  milliliters  of  0.1  H  sodium 
thiosulfate  and  mix  the  solution.  Make 
each  flask  to  a  volume  of  100  milliliters 
with  distilled  water.  Read  the  percent 
light  transmission  of  the  colored  solu¬ 
tions  using  a  2.0  centimeter  cell  and 
a  490  rati  filter  in  a  suitable  photoelectric 
colorimeter.  The  instrument  is  balanced 
so  that  the  0.2  mg./lOO  ml.  concentration 
reads  90  percent  light  transmission.  Pre¬ 
pare  a  standard  curve  on  semilog  paper, 
plotting  the  percent  light  transmission  oh 
the  logarithmic  ordinate  scale  and  the 
concentration  on  the  abscissa. 

(2)  Procedure.  Transfer  1.0  milliliter 
of  the  sample  with  the  aid  of  a  hypoder¬ 
mic  syringe  and  needle  to  a  screw-cap 
test  tube  (about  30  milliliters  capacity), 
add  5.0  milliliters  of  U.  S.  P.  chloroform 
and  10.0  milliliters  of  1  percent  phos¬ 
phate  buffer  pH  6.0  from  a  transfer 
pipette.  Shake  thoroughly  for  one  min¬ 
ute,  centrifuge  to  separate  the  layers 
and  carefully  withdraw  a  5.0-milliliter 
aliquot  of  the  buffer  layer  using  a  trans¬ 
fer  pipette.  Transfer  the  aliquot  to  a  50- 
milliliter  volumetric  flask,  add  the  calcu¬ 
lated  amount  of  1 : 100  phosphoric  acid  to 
bring  the  pH  to  4.0  (amount  to  be  added 
previously  determined  by  titration  of  the 
1  percent  phosphate  buffer  pH  6.0  with 
1 : 100  phosphoric  acid  using  a  pH  meter) . 
Add  1.0  milliliter  of  0.1  H  iodine,  shake 
for  one  minute,  add  2.0  milliliters  of  0.1 
N  sodium  thiosulfate  and  mix  the  solu¬ 
tion.  IhCake  to  a  volume  of  50  milliliters 


with  distilled  water.  Set  the  colorimeter 
at  90  percent  light  transmission  for  the 
0.2  milligram/100  milliliters  standard  as 
directed  above  and  obtain  the  percent 
light  transmission  of  the  sample.  The 
concentration  obtained  directly  from  the 
standard  curve  corresponding  to  the  per¬ 
cent  light  transmission  of  the  sample  x 
1.05  equals  the  concentration  of  tlie 
epinephrine,  per  milliliter  of  the  sample. 
Crystalline  penicillin  and  epinephrine  in 
oil  is  satisfactory  if  it  contains  not  less 
than  0.24  or  more  than  0.36  milligram 
epinephrine  per  milliliter. 

§  141a.24  Aluminum  penicillin. 

(a)  Potency.  Proceed  as  directed  in 
§  141a.l(a),  using  citrate  buffer  as  pre¬ 
pared  in  §  141a.l6(a)  in  lieu  of  phosphate 
buffer. 

(b)  Sterility.  Proceed  as  directed  in 
§  141a.2. 

(c)  Pyrogens.  Proceed  as  directed  in 
8  141a.3,  but  in  lieu  of  the  directions  for 
preparation  of  sample  in  paragraph  (b) 
thereof,  prepare  sample  as  follows: 

Suspend  approximately  60  milligrams 
in  20  milliliters  of  pyrogen-free  sterile 
physiological  salt  solution,  adding  the 
salt  solution  in  approximately  1-milli¬ 
liter  aliquots  and  mixing  thoroughly 
after  each  addition,  utilizing  e  pyrogen- 
free  glass  stirring  rod.  Centrifuge,  warm 
to  37°  C..  withdraw  the  clear  superna¬ 
tant  solution,  and  inject  1  milliliter  per 
kilogram  of  rabbit. 

(d)  Toxicity.  Proceed  as  directed  in 
§  141a.4,  utilizing  the  solution  prepared 
in  paragraph  (c)  of  this  section. 

(e)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a). 

(f)  pH.  Proceed  as  directed  in 
8  141a.5  (b).  u.sing  a  saturated  solution. 

(g)  Penicillin  K  content.  Proceed  as 
directed  in  §  141a.5  (f). 

§  141a.25  Aluminum  penicillin  in  oil. 

(a)  Potency,  sterility.  Proceed  as  di¬ 
rected  in  8  141a.7. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.23  (c). 

§  141a.26  Procaine  penicillin. 

(a)  Potency.  Proceed  as  directed  in 
§  141a.l,  or  by  the  iodometric  method  as 
described  in  §  141a.5(d)  (1),  except  pre¬ 
pare  the  sample  as  follows:  Dissolve  a 
weighed  sample  (approximately  50  milli¬ 
grams)  in  2.0  milliliters  of  redistilled 
methanol.  Further  dilute  this  solution 
with  sufBcient  1  percent  phosphate  buffer 
pH  6.0  to  give  a  concentration  of  2.0 
milligrams  per  milliliter. 

(b)  Sterility.  Proceed  as  directed  in 
8  141a.2. 

(c)  Pyrogens.  Proceed  as  directed  in 
8  141a.3,  except  use  physiological  salt  so¬ 
lution  as  the  diluent. 

(d)  Toxicity.  Proceed  as  directed  in 
8  141a.4.  except  use  physiological  salt  so¬ 
lution  as  the  diluent,  and  inject  0.5  milli¬ 
liter  of  a  solution  containing  2,000  units 
per  milliliter. 

(e)  Moisture.  Proceed  as  directed  in 
8  141a.7  (c) ,  but  in  lieu  of  the  directions 
for  preparing  the  sample  in  subpara¬ 
graph  (3)  thereof  prepare  the  sample 
and  calculate  as  follows:  Accurately 
weigh  about  300  milligrams  of  the  sam¬ 
ple  into  a  dry  titrating  vessel,  add  an 
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excess  of  the  Karl  Fischer  reagent  and 
back  titrate  with  water-methanol  solu¬ 
tion  until  the  endpoint  is  reached.  ^ 

Percent 

where  W,=welght  of  sample  in  milligrams. 

(f )  pH.  Proceed  as  directed  in  §  141a41 

(b)  using  a  saturated  aqueous  solu- 


and  in  lieu  of  the  first  four  sentences  in 
9  141a.5  (e)  (2)  proceed  as  follows: 

Accurately  weigh  approximately  100 
milligrams  of  the  sample  to  be  tested  in 
a  glass  test  tube  or  glass  vial  of  approxi¬ 
mately  10-milliliter  capacity.  Add  2 
milliliters  of  water  and  cool  to  0*  C.  to 
5*  C.  Add  2  milliliters  of  the  amyl  ace¬ 
tate  solution  and  0.5  milliliter  of  the 
phosphoric  acid  solution,  stopper  and 
shake  vigorously  for  aproidmate^  15  sec¬ 
onds.  Add  a  second  0.5-milliliter  portion 
of  the  phosphoric  acid  solution  and  shake 
vigorously  again.  Centrifuge  to  obtain 
a  clear  separation  of  the  two  layers  (ap¬ 
proximately  20  seconds),  If  any  pro¬ 
caine  penicillin  remains  undissolved,  add 
a  third  portion  of  0.5  milliliter  of  the 
phosphoric  acid  solution  and  repeat  the 
shaking  and  centrifugation. 

(i)  Penicillin  K  content.  Welg:h  from 
30-35  milligrams  of  the  sample  to  be 
tested  in  a  glass  test  tube  or  glass  vial  of 
approximately  10-milliliter  capacity. 
Add  2.0  milliliters  of  chloroform  U.  S.  P. 
and  cool  the  mixture  to  0*  C.-5*  C.  in  an 
ice  bath.  Add  1.0  milliliter  of  cold  1-4 
phosphoric  acid  solution,  stopper  and 
shake  vigorously  for  15  seconds.  Cen¬ 
trifuge  to  obtain  a  clear  separation  of 
the  layers  (approximately  20  seconds). 
After  centrifuging,  remove  1.0  milliliter 
of  the  chloroform  layer  with  a  pipette  or 
syringe  equipped  with  a  suitable  needle. 
Immediately  place  the  1.0  milliliter  of 
chloroform  in  a  125-milliliter  separatory 
funnel  containing  29.0  milliliters  of  chlo¬ 
roform  and  15.0  milliliters  of  0.3  M  phos¬ 
phate  (Na2HP04  and  KH>PO«)  buffer  pH 
6.0  at  room  temperature  and  shake  for 
1  minute.  Allow  the  mixture  to  stand 
with  occasional  swirling  to  settle  the 
droplets  of  chloroform  until  the  top  layer 
is  clear  (usually  about  10  minutes). 
Draw  off  all  but  about  2  milliliters  of  the 
lower  chloroform  layer  through  a  small 
pledget  of  cotton  into  a  glass-stoppered 
flask.  Take  a  4.0-^milliliter  aliquot  of  the 
buffer  solution  remaining  in  the  separa¬ 
tory  funnel  and  a  10.0-milliliter  aliquot 
of  the  chloroform  solution  and  deter¬ 
mine  the  milligrams  per  milliliter  of 
penicillin  in  each  by  the  iodometric  assay 
procedure  described  in  §  141a.5  (d)  (1) 
using  4.0  milliliters  of  the  1  H  NaOH  and 
4.0  milliliters  of  the  1.2  IV  HCfi  for  the  two 
above  aliquots.  Make  blank  determina¬ 
tions  on  the  same  size  aliquots.  Calcu¬ 
late  the  percent  penicillin  in  the  buffer 
layer  on  the  basis  that  the  sum  of  the 
penicillin  foimd  in  the  buffer  layer  and 
in  the  chloroform  layer  is  100  percent. 
The  percent  penicillin  K=  (98.46—  per¬ 
cent  foimd  in  buffer)  X3.34. 


tion  prepared  by  adding  300  milligrams 
per  milliliter. 

(g)  Microscopical  test  for  crystallinity. 
Proceed  as  directed  in  9  141a.5  (c) . 

(h)  Penicillin  O  content.  Proceed  as 
directed  in  9  141a.5  (e)  using  the  follow¬ 
ing  formula  for  calculating  the  percent 
of  procaine  penicillin  O: 


(a)  Potency.  Proceed  as  directed  In 

9  141a.l,  except  9  141a.l(i)  and  in  lieu 
of  the  directions  in  9  141a.l(d),  prepare 
Uie  sample  by  one  of  the  following 
methods: 

(1)  Bioassay — (i)  Chloroform-alcohol 
solution.  By  means  of  a  2-millillter 
hypodermic  S3rrlnge,  introduce  1  milli¬ 
liter  of  the  well  shaken  sample  into  a 
50-milliliter  volumetric  fiask.  Add  3 
milliliters  to  4  milliliters  of  chloroform, 
shake  the  fiask  thoroughly,  and  make  to 
50  milliliters  with  absolute  alcohol  Mix 
thoroughly,  withdraw  a  l-millUiter  al¬ 
iquot  and  make  the  proper  estimated 
dilutions  in  1  percent  phosphate  buffer, 
pH  6.0. 

(ii)  Blending.  Introduce  1  milliliter 
of  the  well  shaken  sample  by  means  of  a 
2.0-milliliter  hypodermic  syringe  into  a 
blending  jar  containing  98  milliliters  of 
1  percent  phosphate  buffer,  pH  6.0,  and 
1  milliliter  of  polysorbate  8(^  Using  a 
high-speed  blender,  blend  the  mixture 
for  1  minute  and  make  the  proper  esti¬ 
mated  dilutions  in  1  percent  phosphate 
buffer  at  pH  6.0. 

(2)  Iodometric  chemical  assay — (i) 
Chloroform-alcohol  solution.  Introduce 
a  representative  quantity  (usually  1  mil¬ 
liliter)  of  the  well  shaken  sample  into  a 
flask  and  dissolve  in  sufficient  chloro¬ 
form-absolute  ethanol  (1+1)  solvent  to 
give  a  concentration  of  2,000  units  to 
8,000  units  per  milliliter.  An  aliquot  of 
this  solution  containing  2,000  units  (es¬ 
timated)  is  used  as  the  solution  for  assay. 

(ii)  Extraction.  Accurately  measure 
two  representative  portions  of  the  sample 
(usually  1  milliliter)  each  equivalent  to 
from  100,000  units  to  300,000  units  (es¬ 
timated)  .  Place  one  portion  in  a  centri¬ 
fuge  tube  containing  10  milliliters  of 
chloroform  and  10.0  milliliters  of  1  per¬ 
cent  pho^hate  buffer,  pH  6.0.  Shake 
the  tube  for  1  minute  and  centrifuge  to 
obtain  a  substantially  clear  buffer  layer. 
Dilute  5.0  milliliters  of  the  buffer  layer 
with  sufficient  1  percent  phosphate  buf¬ 
fer,  pH  6.0,  to  give  a  concentration  of 
about  2,000  units  per  milliliter,  and  mix. 
Use  2.0  milliliters  of  this  solution  as  the 
blank.  Place  the  second  portion  of  the 
sample  in  a  centrifuge  tube  containing 

10  milliliters  of  chloroform  and  10.0  mil¬ 
liliters  of  i  N  NaOH.  Shake  the  tube  for 
1  minute  and  allow  to  stand  for  15  min¬ 
utes.  Shake  the  tube  again  and  centri¬ 
fuge  to  obtain  a  substantially  clear 
NaOH  layer.*  Dilute  5.0  milliliters  of  the 
NaOH  layer  with  sufficient  1  N  NaOH  to 
give  a  concentration  of  about  2,000  units 


per  milliliter.  Use  2.0  milliliters  of  this 
solution  as  the  inactivated  solution. 
Firom  the  titration  data  calculate  the 
amount  of  penicillin  in  the  sample.  If 
the  label  represents  the  potency  of  the 
procaln  penicillin  in  oil  as  100,000  units 
per  milliliter,  it  is  satisfactory  if  it  is  85 
percent  or  more  of  the  potency  so  repre¬ 
sented;  if  represented  as  300,000  units 
per  milliliter,  it  is  satisfactory  if  it  is  90 
percent  or  more  of  the  potency  so  repre¬ 
sented. 

§  141a.28  Crystalline  penicillin  for  in¬ 
halation  therapy. 

(a)  Potency.  Proceed  as  directed  in 
§  141a.l,  or  by  the  iodometric  method  as 
described  in  §  141a.5(d)  (1). 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a) ,  except  if  it  is  procaine  pen¬ 
icillin  proceed  as  directed  in  9  141a.26 
(e). 

§  141a. 29  Procaine  penicillin  for  aque¬ 
ous  injection. 

(a)  Potency.  Using  as  the  sample  for 
assay  a  representative  aliquot  of  the  sus¬ 
pension  equivalent  to  one  dose  (or,  if  it 
is  a  dry  mixture  of  the  drug,  a  represent¬ 
ative  aliquot  of  the  drug  equivalent  to 
one  dose  after  it  has  been  reconstituted 
as  directed  in  the  labeling) ,  proceed  as 
directed  in  §  141a.l,  using  approximately 
50  to  100  milliliters  of  redistilled  methyl 
alcohol,  dimethyl  formamide,  or  forma- 
mide  to  dissolve  the  sample,  or  by  the 
iodometric  method  as  described  in 
§  141a.5(d)  (1),  except  dissolve  the  sam¬ 
ple  in  about  5.0  milliliters  of  redistilled 
methyl  alcohol,  dimethyl  formamide,  or 
formamide  prior  to  diluting  with  1  per¬ 
cent  phosphate  buffer,  pH  6.0.  Its  po¬ 
tency  is  satisfactory  if  it  contains  not  less 
than  90  percent  of  the  number  of  units 
that  it  is  represented  to  contain. 

(b)  Sterility.  Use  the  entire  contents 
of  single-dose  containers  or  the  equiva¬ 
lent  of  approximately  300  milligrams 
(activity)  from  each  multiple-dose  con¬ 
tainer,  and  proceed  as  directed  in 
§  141a.2,  except  if  it  is  the  aqueous  sus¬ 
pension  of  the  drug  and  does  not  contain 
a  preservative,  incubate  all  tubes  for  14 
days. 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.26  (e). 

(d)  Pyrogens.  Proceed  as  directed  in 
§  141a.3.  except  use  physiological  salt  so¬ 
lution  as  the  diluent. 

(e)  Toxicity.  Proceed  as  directed  in 
§  141a.4,  except  use  physiological  salt  so¬ 
lution  as  the  diluent,  and  inject  0.25 
milliliter  of  a  solution  containing  4,000 
units  per  milliliter. 

(f)  pH — (1)  Dry  mixture  of  the  drug. 
Proceed  as  directed  in  §  141a.5  (b) ,  using 
the  solution  or  suspension  resulting 
when  the  amount  of  diluent  recom¬ 
mended  in  the  labeling  is  added. 

(2)  Aqueous  suspension  of  the  drug. 
Proceed  as  directed  in  9  141a.5  (b) ,  using 
the  undiluted  aqueous  ^spension. 

§  141a.30  Ephedrine  penicillin. 

(a)  Potency.  Proceed  as  directed  in 
9  141a.l,  or  by  the  iodometric  method  as 
described  in  9  141a.5(d)  (1) ,  except  dilute 
the  sample  with  sufficient  1  percent  phos- 


_  ^  ^  ^  If-ethyl  piperidine  penicillin  precipitate  X 263.1 

Percent  of  procaine  penicillin  a= - — ; — -t? — - 

Weight  of  sample  in  milligrams 


§  141a.27  Procaine  penicillin  in  oiL 
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phate  buffer  pH  6.0  to  give  a  concentra¬ 
tion  of  2.0  milligrams  per  milliliter. 

(b)  Sterility.  Proceed  as  directed  in 
§  141a.2. 

(c)  Pyrogens.  Proceed  as  directed  in 
§  141a.3. 

(d)  Toxicity.  Proceed  as  directed  in 
$  141a.4. 

(e)  Moisture.  Proceed  as  directed  in 
S  141a.5  (a). 


(f )  pH.  Proceed  as  directed  in  §  141a.5 
(b). 

(g)  Microscopical  test  for  crystallinity. 
Proceed  as  directed  in  8  141a.5  (c) . 

(h)  Penicillin  G  content.  Proceed  as 
directed  in  8  141a.5  (e)  using  an  accu¬ 
rately  weighed  sample  of  approximately 
80  mg.  and  the  following  formula  for 
calculating  the  percent  of  ephedrine 
penicillin  G: 


MllllgramB  N-ethyl  piperidine  penicillin  precipitate  X  223.2 
Percent  of  ephe<^e  penicillin  Q - Weight  of  saniple  in  mllUgranu - 


(1)  Penicillin  K  content.  Proceed  as 
directed  in  §  141a.5  (f ) . 

§  141a.31  Ephedrine  penicillin  tablets. 

(a)  Potency.  Proceed  as  directed 
in  §  141a.9  (a)  or  by  the  iodometric 
method  as  described  in  8  141a.5  (d)  (1), 
using  6  tablets  dissolved  in  sufBcient  1 
percent  phosphate  buffer  pH  6.0  to  give 
a  concentration  of  2,000  units  per 
milliliter. 

(b)  Moisture.  Proceed  as  directed  in  • 
§  141a.5  (a). 

§  141a.32  Procaine  penicillin  and  buf¬ 
fered  crystalline  penicillin  for  aque¬ 
ous  injection. 

(a)  Total  potency  (except  in  single- 
dose  container) ,  sterility,  moisture,  pyro¬ 
gens,  toxicity,  pH.  Proceed  as  directed  in 
§  141a.29. 

(b)  Buffered  crystalline  penicillin 
content — (1)  Preparation  of  the  solution 
for  assay.  Add  the  indicate  amoimt  of 
distilled  water  to  the  contents  of  a  vial 
of  the  sample,  and  shake  well.  With¬ 
draw  one  dose  of  the  suspension  with  a 
hypodermic  syringe  and  place  in  a  10- 
milliliter  volumetric  flask.  Add  20-per¬ 
cent  sodium  sulfate  solution  almost  to  the 
mark,  centrifuge  sufBciently  to  see  the 
meniscus,  make  to  volume  with  20-per¬ 
cent  sodium  sulfate  solution,  shake  well, 
and  centrifuge  to  obtain  a  clear  or  rea¬ 
sonably  clear  solution.  Dilute  a  5.0- 
milliliter  aliquot  of  this  clear  solution 
with  1-percent  phosphate  buffer,  pH  6.0, 
to  give  a  solution  for  assay  of  approxi¬ 
mately  2,000  unite  per  milliliter. 

(2)  Iodometric  assay  for  total  peni¬ 
cillin  in  the  solution  for  assay.  Deter¬ 
mine  the  quantify  of  penicillin  in  the 
solution  for  assay  by  the  iodometric  assay 
procedure  described  in  8  141a.5  (d)  (1). 

( 3 )  Colorimetric  determination  of  pro¬ 
caine  penicillin  in  the  solution  for  assay. 
Transfer  an  aliquot  of  the  solution  for 
assay  to  a  50-milliliter  volumetric  flask. 
Determine  the  quantity  of  procaine 
penicillin  in  this  solution  by  the  follow¬ 
ing  method: 

(i)  Reagents — (a)  Sodium  nitrite  so¬ 
lution.  Dissolve  0.1  gram  of  sodium 
nitrite  in  100  milliliters  of  distilled  water. 
Prepare  fresh  solution  every  week  and 
store  under  refrigeration. 

(b)  Ammonium  sulfamate  solution. 
Dissolve  0.5  gram  of  ammonium  sulfa- 
mate  in  100  milliliters  of  distilled  water 
and  store  under  refrigeration. 

(c)  H- (1-naphthyl)  -ethylenediamine 
solution.  Dissolve  0.1  gram  of  N-(l- 
naphthyl)  -ethylenediamine  d  i  h  y  d  r  o- 
chloride  in  100  milliliters  of  dlstiUed 
water.  Prepare  fresh  solutions  every 
week  and  store  under  refrigeration. 


(d)  Standard  procaine  solution.  Pre¬ 
pare  a  standard  solution  containing 
27.55  milligrams  of  procaine  hydrochlo¬ 
ride  U.  S.  P.  in  a  liter  of  distilled  water 
(each  milliliter  of  the  standard  solution 
is  equivalent  to  60  units  of  procaine 
penicillin). 

(ii)  Standards.  Transfer,  respectively, 
1.0,  2.0,  3.0,  4.0,  and  5.0  milliliters 
of  the  standard  solution  and  5.0  milli¬ 
liters  of  distilled  water  to  each  of  six 
50 -milliliter  volumetric  flasks.  Add  4.0, 
3.0,  2.0,  and  1.0  milliliters  of  water  to 
the  first  four  flasks,  respectively,  to 
give  each  a  volume  of  5.0  milliliters. 

(iii)  Procedure.  To  each  flask  of  the 
standards  and  the  solution  for  assay  add 
0.5  milliliter  of  4  IV  HCl,  1.0  milliUter  of 
the  sodium  nitrite  solution,  1.0  milliliter 
of  the  ammonium  sulfamate,  and  1.0 
milliliter  of  the  2V-(l-naphthyl) -ethyl¬ 
enediamine  solution.  Mix  and  wait  two 
minutes  after  each  addition.  Make  each 
flask  to  volume  of  50  milliliters  with  dis¬ 
tilled  water.  Determine  the  absorbency 
of  the  colored  solutions  at  550  m/t  in  a 
suitable  photo  electric  colorimeter.  The 
instrument  is  balanced  so  that  the  zero 
concentration  reads  zero  absorbancy. 
Plot  the  standard  curve  on  coordinate 
graph  paper.  Obtain  the  procaine  peni¬ 
cillin  content  of  the  solution  for  assay 
directly  from  the  point  on  the  standard 
curve  corresponding  to  its  absorbancy. 

(4)  The  content  of  buffered  crystal¬ 
line  penicillin  in  one  dose  of  the  product 
is  calculated  as  follows: 

A=(B-C)F, 

where 

4=  buffered  crystalline  penicillin  content 
of  the  product. 

B—  total  number  of  units  of  penicillin  per 
mUlillter  as  determined  in  subpara¬ 
graph  (2)  of  this  paragraph. 

C=  number  of  units  of  procaine  penicillin 
per  milliliter  as  determined  in  sub- 
paragraph  (3)  of  this  paragraph. 

F=  appropriate  dilution  factor  depending 
on  the  dilution  made  in  the  prepara¬ 
tion  of  the  solution  for  assay. 

The  content  of  buffered  crystalline  peni¬ 
cillin  in  the  batch  is  satisfactory  when 
determined  by  the  method  described  in 
this  paragraph  if  it  is  not  less  than  85 
percent  of  that  which  it  is  represented 
to  contain. 

(c)  Procaine  penicillin.  The  procaine 
penicillin  content  of  the  batch  is  the 
difference  between  the  total  potency  de¬ 
termined  by  the  method  described  in 
paragraph  (a)  or  (d)  of  this  section  and 
the  content  of  the  buffered  crystalline 
penicillin  determined  by  the  method 
described  in  paragraph  (b)  of  this  sec¬ 
tion.  The  procaine  penicillin  content 
of  the  batch  is  satisfactory  when  deter¬ 


mined  by  the  method  described  in  this 
paragraph  if  it  is  not  less  than  85  per¬ 
cent  of  that  which  it  is  represented  to 
contain. 

(d)  Total  potency  of  a  one-dose  con¬ 
tainer.  Wash  out  the  material  remain¬ 
ing  in  the  10-milliliter  volumetric  flask 
referred  to  in  paragraph  (b)  (1)  of  this 
section  with  1 -percent  phosphate  buffer, 
pH  6.0.  Dilute  to  give  a  concentration 
of  approximately  2,000  units  per  milli¬ 
liter,  and  assay  by  the  iodometric  method 
described  in  8  141a.5  (d)  (1).  Obtain 
the  total  potency  by  adding  the  number 
of  units  found  in  this  solution  (units  per 
milliliter X volume)  to  the  number  of 
units  found  (units  per  milliliter  x  vol¬ 
ume)  in  the  solution  assayed  in  accord¬ 
ance  with  paragraph  (b)  (2)  of  this 
section. 

§  141a.33  Buffered  penicillin  powder. 

(a)  Potency.  Reconstitute  the  drug  as 
directed  in  its  labeling  and  proceed  as 
directed  in  8  141a.l,  except  if  it  is  pro¬ 
caine  penicillin  proceed  as  directed  in 
8  141a.48.(a) .  Its  potency  is  satisfactory 
if  it  contains  not  less  than  90  percent  of 
the  niunber  of  units  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.26(e). 

§  141a.34  Procaine  penicillin  and  crys¬ 
talline  penicillin  in  oil. 

(a)  Total  potency.  Proceed  as  di¬ 
rected  in  8  141a.27(a). 

(b)  Crystalline  penicillin.  Proceed  as 
directed  in  8  141a.32(b) ,  except  prepare 
the  sample  as  follows:  Introduce  a  repre¬ 
sentative  quantity  of  the  well  shaken 
sample  (usually  1  milliliter)  into  a  30- 
milliliter  centrifuge  tube  equipped  with 
a  screw  cap.  Add  10.0  milliliters  of 
chloroform  and  10.0  milliliters  of  a  20 
percent  sodium  sulfate  solution,  shake 
well  for  about  1  minute,  and  centrifuge 
to  obtain  a  clear  upper  layer. 

(c)  Procaine  penicillin.  The  differ¬ 
ence  between  the  total  penicillin  as  de¬ 
termined  by  paragraph  (a)  of  this 
section  and  the  crystalline  penicillin  as 
determined  by  paragraph  (b)  of  this  sec¬ 
tion  represents  the  amount  of  procaine 
penicillin  present. 

(d)  The  procaine  penicillin  and  the 
crystalline  penicillin  content  of  the  batch 
are  satisfactory  when  assayed  by  the 
methods  described  in  this  section  if  each 
is  not  less  than  85  percent  of  that  which 
it  is  represented  to  contain. 

(e)  Sterility.  Proceed  as  directed  in 
8  141a.7  (b) ,  except  in  the  case  of  mul¬ 
tiple-dose  containers  use  approximately 
400  milligrams  (activity)  from  each  con¬ 
tainer,  in  lieu  of  300  milligrams. 

(f)  Moisture.  Proceed  as  directed  in 
8  141a.7  (c). 

§  141a.35  Penicillin-streptomycin  oint¬ 
ment  ;  poiicillin-dinydrostreptomy- 
cin  ointment. 

(a)  Potency — (1)  Total  penicillin  con¬ 
tent.  Proceed  as  directed  in  8  141a.8(a) 
or  8  141a.5(d)  (1) ,  except  that  if  the  iodo¬ 
metric  chemical  assay  described  in 
8 141a.5(d)  (1)  is  used  prepare  the 
sample  as  follows:  Accurately  measure 
two  representative  portions  of  the 
sample,  each  equivalent  to  about  20,000 
units.  Place  one  portion  in  a  cratrifuge 
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tube  containing  10.0  milliliters  of  1  per¬ 
cent  phosphate  buffer.  pH  6.0,  and  10.0 
milUllters  of  chloroform  for  each  5  milli¬ 
liters  or  grams  of  sample.  Shake  the 
tube  for  1  minute  and  centrifuge  to  ob¬ 
tain  a  substantially  dear  buffer  la3rer. 
Use  2.0  milliliters  of  this  solution  as  the 
blank.  Add  one  drop  of  1.2  N  HCA  to 
the  blank  immediately  before  the  addi¬ 
tion  of  the  10.0  milliliters  of  0.01  N  Is. 
Immediately  titrate  with  0.01  N  NaAOi. 
Place  the  second  portion  cf  the  sample  in 
a  centrifuge  tube  containing  10.0  millili¬ 
ters  of  1  N  NaHCX>s  (previously  adjusted 
to  a  pH  of  9.3±0.2  with  1.0  N  NaOH)  and 
10.0  milliliters  of  chloroform  for  each  5 
milliliters  or  grams  of  sample.  Shake 
the  tube  for  1  minute  and  centrifuge 
to  obtain  a  substantially  clear  aqueous 
layer.  To  2.0  milliliters  of  the  aqueous 
layer,  add  2.0  milliliters  of  1  N  NaOH 
and  allow  to  stand  for  15  minutes.  Add 
sufflci^t  1.2  N  HCl  to  obtain  a  pH  of 
1.0.  then  add  10.0  milliliters  of  0.01  N  Is. 
Allow  to  stand  for  15  minutes  and  then 
titrate  with  0.01  N  NasSsOs.  From  the 
titration  data  calculate  the  amoimt  of 
penicillin  in  the  sample.  Its  content  of 
penicillin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
units  that  it  is  represented  to  contain. 

(2)  Crystalline  sodium  penicillin  or 
potassium  penicillin  content — (i)  Direct 
method — (a)  Preparation  of  the  solution 
for  assay.  Accurately  measure  a  repre¬ 
sentative  portion  of  the  sample  equiva¬ 
lent  to  about  20,000  units  of  crystalline 
sodium  penicillin  or  potassium  penicillin 
and  place  it  in  a  centrifuge  tube  contain¬ 
ing  10.0  milliliters  of  20  percent  sodium 
sulfate  solution  and  10.0  milliliters  of 
chloroform  for  each  5  milliliters  or 
grams  of  sample.  Shake  the  tube  for  1 
minute  and  then  centrifuge  to  obtain  a 
substantially  clear  aqueous  layer.  This 
is  used  as  the  solution  for  assay. 

(b)  lodometric  assay  for  total  penicil¬ 
lin  in  the  solution  for  assay.  Determine 
the  quantity  of  pexdciUin  in  the  solution 
for  assay  by  the  iodometric  assay  proce¬ 
dure  described  in  S  141a.5(d)  (1) . 

(c)  Colorimetric  determination  of  pro¬ 
caine  penicillin  in  the  solution  for  a^say. 
(2)  If  the  sample  does  not  contain  sul¬ 
fonamides.  determine  the  procaine  peni¬ 
cillin  in  the  solution  for  assay  by  the 
colorimetric  procedure  described  In 
S  141a.32(b)  (3). 

(2)  If  the  sample  contains  sulfona¬ 
mides,  proceed  as  follows:  Place  10.0 
milliliters  of  the  solution  for  assay  in  a 
separatory  funnel  containing  2  milli¬ 
liters  of  1  N  NaOH  and  10.0  milliUters  of 
chloroform  and  shake  for  1  minute.  Al¬ 
low  the  layers  to  separate  and  collect  the 
lower  chloroform  layer  in  a  cylinder 
containing  10.0  milliliters  of  4  N  HCL 
Shake  for  1  minute  and  allow  the  layers 
to  separate.  Using  the  upper  acid  layer 
as  the  solution  for  assay,  determine  the 
procaine  penicillin  content  by  the  colori¬ 
metric  procedure  described  in  8  141a.32 
(b)  (3). 

(d)  The  content  of  crjrstalline  sodium 
or  potassium  penicillin  in  the  sample  is 
calculated  as  follows: 

A=(B-C)F. 

wh«r»: 

Ascrystallins  sodium  penicillin  cr  po¬ 
tassium  penicillin  cmitent  ol  tbs 
8anq>le. 


total  number  of  units  of  penicillin  per 
milliliter  as  determined  In  subdivi¬ 
sion  (l)(b)  ct  this  subparagraph. 

Csz  number  of  units  of  i>rocaine  penlcilUn 
per  mlllUltM:  as  determined  in  sub¬ 
division  (1)  (c)  of  this  subparagraph, 
appropriate  dilution  factor  depending 
on  the  dUution  made  in  the  prepara¬ 
tion  of  the  solution  for  assay  and  the 
sine  of  the  representative  portion  of 
the  sample  tested. 

(U)  Indirect  method.  The  content  of 
crystalline  sodium  or  potassium  penicil¬ 
lin  is  the  difference  between  the  total 
penicillin  content  determined  in  subpar- 
agnq;^  (1)  of  this  paragraph  and  the 
procaine  penicillin  determined  in  sub- 
paragraph  (3)  (i)  of  this  paragraph.  Its 
content  of  crystalline  sodium  penicillin 
or  potassium  penicillin  is  satisfactory  if 
it  contains  ndt  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(3)  Procaine  penicillin  content — (i) 
Direct  method.  Using  the  stock  solution 
prepared  for  bioassay  in  subparagraph 
( 1 )  of  this  paragraph,  determine  the  pro¬ 
caine  penicillin  content  colorimetrically 
as  directed  in  subparagraph  (2)  (i)  (c)  (2) 
of  this  paragraph. 

(ii)  Indirect  method.  The  procaine 
penicillin  content  of  the  sample  is  the 
difference  between  the  total  penicillin 
content  determined  in  subparagraph  (1) 
of  this  paragraph  and  the  crystalline 
sodium  penicillin  or  potassium  penicillin 
content  determined  in  subparagraph  (2) 
of  this  paragraph.  Its  content  of  pro¬ 
caine  penicillin  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented 
to  contain. 

(4)  Streptomycin  content.  Proceed 
as  directed  in  §  141b.l01  of  this  chapter, 
except  paragraph  (k)  of  that  section, 
and  in  lieu  of  the  directions  in  §  141b.l01 
(e)  and  (j)  (3),  test  a  representative  por¬ 
tion  of  the  sample  (usually  approxi¬ 
mately  1  gram,  accurately  weighed)  or 
the  entire  contents  of  a  single-dose  con¬ 
tainer  prepared  by  one  of  the  following 
methods: 

(i)  To  assay  "by  the  cup-plate  method. 
Use  either  extraction  or  blending. 

(a)  Extraction.  Place  the  sample  in 
a  separatory  funnel  containing  approxi¬ 
mately  50  milliliters  of  peroxide-free 
ether.  If  the  sample  consists  of  sub¬ 
stantially  more  than  1  gram,  use  100 
milliliters  of  ether.  Shake  the  sample 
and  ether  until  homogeneous.  Add  20 
milliliters  of  0.1  M  potassium  phosphate 
buffer,  pH  8.0,  and  shake.  If  the  sample 
consists  of  substantially  more  than  1 
gram,  use  50  milliliters  of  buffer.  Allow 
the  layers  to  separate.  Remove  the  buf¬ 
fer  lasrer  and  repeat  the  extraction  with 
new  portions  of  buffer  at  least  three 
times  and  any  additional  times  necessary 
to  ensure  complete  extraction  of  the 
antibiotic.  Combine  the  extractives  and 
make  up  to  an  appropriate  measured 
volume  with  buffer.  To  a  suitable  ali¬ 
quot  add  sufficient  penicillinase  and  let 
stand  for  30  minutes  at  37*  C.  to  inac¬ 
tivate  the  penicillin.  After  inactivation, 
make  the  proper  estimated  dilution  with 
buffer  at  pH  8.0. 

(b)  Blending.  Place  the  sample  in  a 
blending  jar  contiUning  1.0  milliliter  of 
10-percent  aqueous  solution  of  polysor- 
bate  80  and  sufficient  0.1  M  potassium 


phosphate  buffer,  pH  8.0,  to  give  a  final 
volume  of  500  milliliters.  Using  a  high¬ 
speed  blender,  blend  the  mixture  for  3 
minutes.  To  a  suitable  aliquot,  add  suffi¬ 
cient  penicillinase  and  let  stand  for  30 
minutes  at  37*  C.  to  inactivate  the  peni¬ 
cillin.  After  inactivation,  make  the 
proper  estimated  dilutions  with  buffer  at 
pH  8.0. 

(ii)  To  assay  by  the  turbidimetric 
method.  Place  the  sample  in  a  separa¬ 
tory  funnel  containing  approximately  50 
milliliters  of  peroxide-free  ether.  If  the 
sample  consists  of  substantially  more 
than  1  gram,  use  100  milliliters  of  ether. 
Shake  the  sample  and  ether  until  homo¬ 
geneous.  ‘Add  20  milliliters  of  distilled 
water,  and  shake.  If  the 'sample  con¬ 
sists  of  substantially  more  than  1  gram, 
use  50  milliliters  of  water.  Allow  the 
layers  to  separate.  Remove  the  aqueous 
layer  and  repeat  the  extraction  with  new 
portions  of  water  at  least  three  times 
and  any  additional  times  necessary  to 
ensiire  complete  extraction  of  the  anti¬ 
biotic.  Combine  the  extractives,  and 
make  to  an  appropriate  measured  vol¬ 
ume  with  water.  Remove  the  aliquot 
and,  if  the  ratio  of  the  content  of  peni¬ 
cillin  to  the  content  of  streptomycin  is 
equal  to  or  greater  than  one  unit  for  each 
microgram,  add  sufficient  penicillinase 
and  let  stand  for  30  minutes  at  37*  C.  to 
inactivate  the  penicillin.  Make  the 
proper  estimated  dilutions  with  distilled 
water.  Its  content  of  streptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(5)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (4) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  a 
stazidard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  per  gram  of  oint¬ 
ment  that  it  is  represented  to  contain. 

(b)  Moisture.  I^ceed  as  airected  in 
$  141a.8  (b). 

§  141a.36  Penicillin-streptoinycin  bou¬ 
gies;  pemcillin-dibydrostreptomycin 
bougies* 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  i  141a.9(a) ,  except 
the  last  sentence  of  that  paragraph.  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Streptomycin  content.  Using  12 
bougies,  proceed  as  directed  in  §  141b.l01 
of  this  chapter,  except  paragraph  (k)  of 
that  section,  and  if  the  cup-plate  method 
is  used,  use  potassium  phosphate  buffer 
(pH  7.8-8.0)  for  dissolving  the  sample  in 
lieu  of  sterile  distilled  water  as  directed 
in  f  141b.l01  (e)  of  this  chapter  and  add 
sufficient  penicillinase  to  the  solution 
imder  test  to  completely  inactivate  the 
penicillin  present.  If  the  turbidimetric 
method  is  used,  inactivatiion  with  peni¬ 
cillinase  is  not  necessary  unless  Uie  ratio 
of  the  content  of  penicillin  to  the  con¬ 
tent  of  streptomycin  is  equal  to  or 
greater  than  1.0  unit  for  each  micro¬ 
gram.  Its  content  of  streptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 
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(3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph 
(2)  of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  a 
standard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  it  is  represented 
to  contain. 

(b)  Moisture. ,  Proceed  as  directed  In 
§  141a.22  (b). 

§  141a.37  Penicillin-bacitracin  ointment. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.8(a) ,  except 
the  last  sentence  of  that  paragraph.  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  it  is  represented  to 
contain. 

i2)  Bacitracin  content.  Proceed  as  di¬ 
rected  in  §  141e.402  (a)  of  this  chapter, 
except  that  sufficient  penicillinase  is 
added  to  the  sample  under  test  to  com¬ 
pletely  inactivate  the  penicillin  present. 
Its  content  of  bacitracin  is  satisfactory 
if  it  contains  not  less  than  85  percent 
of  the  number  of  units  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.8  (b). 

§  141a.38  Procaine  penicillin  and  strep¬ 
tomycin  in  oil;  procaine  penicillin 
and  dihydrostreptomycin  in  oil. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.35(a)  or 
§  141a.27(a)  (1)  (i) .  Its  content  of  peni¬ 
cillin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
units  per  milliliter  that  it  is  represented 
to  contain. 

(2)  Streptomycin  content.  Proceed  as 
directed  in  §  141a.35(a)  (4).  Its  con¬ 
tent  of  streptomycin  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  per  milliliter  that 
it  is  represented  to  contain. 

(3)  DUiydrostreptomycin  content. 
Proceed  as  directed  in  §  141a.35(a)  (5) . 
Its  content  of  dil^drostreptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  milliliter  that  it  is  represented  to 
contain. 

(b)  Moisture.  Using  1  milliliter  as 
the  test  sample  proceed  as  directed  in 
5141a.7  (c). 

§  141a.39  Penicillin-streptomycin;  peni- 
cillin-dihydrostreptomycin  veterinary. 

(a)  Potency — (1)  Sodium  or  potas¬ 
sium  penicillin  content.  Proceed  as  di¬ 
rected  in  §  141a.32(b) ,  except  prepare  the 
sample  as  follows:  Add  the  indicated 
amount  of  distilled  water  to  the  contents 
of  a  vial  of  the  sample  and  shake  well. 
Withdraw  one  dose  of  the  suspension  or 
solution  with  a  hypodermic  syringe  and 
place  in  a  10-milliliter  volumetric  flask. 
Also,  with  the  further  exception  that  in 
the  iodometric  assay,  one  drop  of  1.2  N 
HCl  is  added  to  the  blank  immediately 
before  the  addition  of  the  0.01  N  L.  The 
sodium  or  potassium  penicillin  content 
is  satisfactory  if  it  is  not  less  ttian  85' 
percent  of  that  which  it  is  represented 
to  contain. 

(2)  Total  penicillin  content.  Proceed 
as  directed  in  S  141a.l,  except  para¬ 
graphs  (d)  and  (i)  of  that  section.  In 
lieu  of  the  directions  in  S  141a.l(d), 
No.  251— Pt.  n - 3 


place  a  representative  aliquot  of  the 
sample  in  a  blending  jar.  add  1.0  milli¬ 
liter  of  polysorbate  80  and  sufficient  1 
percent  phosphate  buffer,  pH  6.0,  to 
make  a  total  volume  of  500  milliliters. 
Blend  3  to  5  minutes.  For  the  alterna¬ 
tive  iodometric  test,  proceed  as  directed 
in  §  141a.5(d)  (1) ,  except  add  one  drop 
of  1.2  N  HCL  to  the  blank  immediately 
before  the  addition  of  the  0.01  iV  L. 

(3)  Procaine  penicillin  content.  Pro¬ 
ceed  as  directed  in  S  141a.32  (c).  The 
procaine  penicillin  content  is  satisfac¬ 
tory  if  it  is  not  less  than  85  percent  of 
that  which  it  is  represented  to  contain. 

(4)  l-Ephenamine  penicillin  G  con¬ 
tent.  Proceed  as  directed  in  §  141a.43 
(a) ,  except  that  in  the  iodometric  assay 
one  drop  of  1.2  N  HCl  is  added  to  the 
blank  immediately  before  the  addition  of 
the  0.01  N  L.  The  Z-ephenamine  peni¬ 
cillin  G  content  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(5)  Diethylaminoethyl  ester  penicillin 
G  hydriodide  content.  Proceed  as  di¬ 
rected  in  §  141a.51  (a) ,  except  that  in  the 
iodometric  assay  one  drop  of  1.2  H  HCl 
is  added  to  the  blank  immediately  before 
the  addition  of  the  0.01  H  I*.  The  di¬ 
ethylaminoethyl  ester  penicillin  Q  hy¬ 
driodide  content  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(6)  Streptomycin  content.  Proceed 
as  directed  in  §  141b.l01  ( j )  and  (k)  of 
this  chapter. 

(7)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  §  141b.l08  (a)  of 
this  chapter. 

(b)  Sterility.  Use  the  entire  contents 
of  single-dose  containers  or  the  equiva¬ 
lent  of  approximately  0.5  gram  (com¬ 
bined  activity)  for  each  multiple-dose 
container,  and  proceed  as  directed  in 
§  141a.2,  except  that  no  control  tube  is 
used  in  the  test  for  bacteria. 

(c)  Toxicity.  Proceed  as  directed  in 
§  141a.4,  using  as  a  test  dose  0.5  milliliter 
of  a  solution  of  the  sample  containing 
1.0  milligram  of  streptomycin  or  dihy¬ 
drostreptomycin  per  milliliter. 

(d)  Pyrogens.  Proceed  as  directed  in 
§  141a.3,  using  as  a  test  dose  2  milliliters 
per  kilogram  of  a  solution  containing  5 
milligrams  of  streptomycin  or  dihydro¬ 
streptomycin  per  milliliter. 

(e)  Moisture.  Proceed  as  directed  in 
9141a.5(a) ,  except  that  if  procaine  peni¬ 
cillin  is  used  proceed  as  directed  in 
S  141a.26(e). 

(f )  pH.  Proceed  as  directed  in  9  141a.5 
(b) ,  ukng  the  solution  or  suspension  re¬ 
sulting  when  the  amount  of  diluent  rec¬ 
ommended  in  the  labeling  is  added. 

§  141a.40  Peiucillin  tooth  powder. 

(a)  Potency.  Proceed  as  directed  in 
§  141a.l. 

(b)  Moisture.  Proceed  as  directed  in 
9  141a.7  (c) ,  but  in  lieu  of  the  directions 
for  preparing  the  sample  in  subpara¬ 
graph  (3)  thereof  prepare  the  sample 
and  calculate  as  follows:  Accurately 
weigh  about  1  gm.  of  the  sample  into  a 
dry  titrating  vessel  Add  an  excess  of 
the  Karl  Fischer  reagent  and  back  titrate 
immediately  with  water-methanol  solu¬ 
tion  until  the  end  poii^  is  reached.  (The 


entire  operation  from  the  addition  of  the 
Karl  Fischer  reagent  until  the  end  point 
is  reached  should  not  exceed  1  minute.) 

o  *  (F,-y,/)  X  e  X  100 

Percent  moisture  -  w - 

where  W,= weight  of  sample  In  milligrams. 

§  141a.41  Penicillin-bacitracin  troches; 
penicillin-zinc  bacitracin  troches. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.l2  (a) .  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  per  troche  that  it  is 
represented  to  contain. 

(2)  Bacitracin  or  zinc  bacitracin  con¬ 
tent.  Proceed  as  directed  in  §  141e.404 

(a)  of  this  chapter,  except  that  sufficient 
penicillinase  is  added  to  the  solution 
under  test  to  completely  inactivate  the 
penicillin  present.  Its  content  of  baci¬ 
tracin  or  zinc  bacitracin  is  satisfactory 
if  it  contains  not  less  than  85  percent 
of  the  number  of  units  per  troche  that  it 
is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
9  141a.5  (a). 

§  141a.42  Crystalline  penicillin  and 
bacitracin. 

(a)  Potency — (1)  Content  of  peni¬ 
cillin.  Proceed  as  directed  in  S  141a.l. 
Its  content  of  penicillin  is  satisfactory  if 
it  contains  not  less  than  90  percent  of  the 
number  of  units  it  is  represented  to 
contain. 

(2)  Content  of  bacitracin.  Proceed  as 
directed  in  9  141e.401  (a)  of  this  copter, 
except  that  sufficient  penicillinase  is 
'  added  to  the  sample  under  test  to  com¬ 
pletely  inactivate  the  penicillin  present. 
Its  content  of  bacitracin  is  satisfactory  if 
it  contains  not  less  than  85  percent  and 
not  more  than  115  percent  of  the  number 
of  units  it  is  represented  to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
9  141a.39  (b). 

(c)  Toxicity.  Proceed  as  directed  in 
9  141a.4  except  use  physiological  salt 
solutlcm  as  the  diluent. 

(d)  Pyrogens.  Proceed  as  directed  in 
9  141a.3  using  as  a  test  dose  1.0  milliliter 
per  kilogram  of  a  solution  containing  300 
units  of  bacitracin  per  milliliter.  Use 
phsrsiological  salt  solution  as  the  diluent. 

(e)  Moisture.  Proceed  as  directed  in 
9  141a.5  (a). 

it)  pH.  Proceed  as  directed  in  9  141a.5 

(b)  ,  using  a  solution  prepared  as  directed 
in  the  labeling  for  the  drug. 

§  141a.43  l-Ei^enamine  penicillin  G. 

(a)  Potency.  Proceed  as  directed  in 
9  141a.l,  except  in  lieu  of  9  141a.l(d) 
dissolve  the  sample  in  sufficient  redis¬ 
tilled  methanol  to  give  a  concentration 
of  5,000  imits  to  10,000  units  per  millili¬ 
ter  and  then  dilute  with  sufficient  1  per¬ 
cent  phosphate  buffer.  pH  6.0,  to  give  an 
appropriate  stock  solution. 

.  (b)  Sterility.  Proceed  as  directed  in 
9  14I!i.2. 

(c)  Pyrogens.  Proceed  as  directed  in 
9  141a.3.  except  use  physiological  salt 
solution  as  the  diluent  and  inject  2  mil- 
lilito^  per  kilogram  of  a  solution  con¬ 
taining  800  units  per  milliliter. 

(d)  Toxicity. ,  Proceed  as  directed  in 
9  141a.4,  except  use  physiological  salt 
solution  as  the  diluent  and  inject,  in  a 
lO-second  interval,  1.0  milliliter  of  a  solu¬ 
tion  containing  800  units  per  milliliter. 
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pared  as  directed  in  the  labeling  of  the 
drug. 

(c)  Moisture  iif  it  is  a  dry  mixture  of 
the  drug).  Proceed  as  directed  in 
§141a.26  (e). 

§  141a.49  Penicillin-streptomycin-baci- 
tracin  ointment;  penicillin-dihydro- 
streptomycin-bacitracin  ointment; 
penicillin  -  streptomycin  -  bacitracin 
methylene  disidicylate  ointment ;  pen- 
icillin-dihydrostreptomycin-bacitracin 
methylene  disalicylate  ointment. 

(a)  Potency — (1)  Content  of  penicil¬ 
lin,  streptomycin,  and  dihydrostreptomy¬ 
cin.  Proceed  as  directed  in  §  141a.35(a) . 

(2)  Bacitracin  content.  Proceed  as 
directed  in  §  141e.402  (a)  of  this  chapter, 
except  that: 

(i)  Sufficient  penicillinase  is  added  to 
the  sample  under  test  to  completely  in¬ 
activate  the  penicillin  present. 

(ii)  Use  as  the  test  organism  the 
streptomycin  dihydrostreptomycin-re¬ 
sistant  strain  of  either  Micrococcus  flavus 
(ATCC  10240A)  or  Sarcina  subflava 
(ATCC  7468/d),  grown  and  maintained 
in  media  containing  500  micrograms  of 
streptomycin  or  dihydrostreptomycin  per 
milliliter  of  media,  or  calculate  from  the 
quantity  of  streptomycin  or  dihydro¬ 
streptomycin  found,  using  the  method 
prescribed  by  subparagraph  (1)  of  this 
paragraph,  the  quantity  that  would  be 
present  when  the  sample  is  diluted  to 
contain  one  unit  of  bacitracin  (labeled 
potency)  per  milliliter.  Prepare  the 
bacitracin  standard  curve  by  adding  the 
calculated  quantity  of  streptomycin  or 
dihydrostreptomycin  to  each  concentra¬ 
tion  of  bacitracin  used  for  the  curve.  Use 
this  standard  curve  to  calculate  the 
bacitracin  content  of  the  sample. 

(3)  Bacitracin  methylene  disalicylate 
content.  Proceed  as  directed  in  sub- 
paragraph  (2)  of  this  paragraph,  except 
prepare  the  sample  as  follows:  Place  a 
representative  portion  of  the  sample 
(usually  approximately  1  gram,  accu¬ 
rately  weighed)  or  the  entire  contents  of 
a  single-dose  container  in  blending  jar, 
add  99  milliliters  of  a  2.0-percent  aque¬ 
ous  solution  of  sodium  bicarbonate  and 
1  milliliter  of  a  10-percent  aqueous  so¬ 
lution  of  polysorbate  80  and  blend  for  3 
minutes  in  a  high-speed  blender.  Allow 
the  foam  to  subside,  remove  an  aliquot 
of  the  solution,  and  dilute  to  1  unit  per 
milliliter  with  l.O-percent  phosphate 
buffer,  pH  6.0. 

(b)  Moisture.  Proceed  as  directed  in 
S141a.8  (b). 

§  141a.50  Penicillin-streptomycin  dental 
cones ;  penicillin-dibydrostreptomycin 
dental  cones* 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.9(a).  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Steptomydn  content.  Proceed 
I  as  directed  in  §  141a.36  (a)  (2) .  Its  con¬ 
tent  of  streptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

•  (3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  §  141a.36  (a)  (3) . 
Its  content  of  dihydrostreptomycin  is 


satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
it  is’  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.5  (a) . 

§  141a.51  Diethylaminoethyl  ester  pen¬ 
icillin  G  hydriodide. 

(a)  Potency.  Proceed  as  directed  in 
§  141a.  1,  except  prepare  the  sample  as 
follows:  Dissolve  in  0.1  M  potassium 
phosphate  buffer  (pH  7.8-8.0)  to  make  a 
stock  solution  of  100  units  per  milliliter 
(estimated).  Allow  to  stand  at  room 
temperature  for  not  less  than  1.5  hours 
and  not  more  than  2  hours  and  then 
dilute  an  aliquot  with  1-percent  idios- 
phate  buffer  (pH  6.0)  to  1.0  unit  (esti¬ 
mated),  or  proceed  by  the  lodometric 
method  described  in  §  141a.5(d)  (1),  ex¬ 
cept  prepare  the  sample  as  follows: 
Dissolve  a  weighed  sample  (approxi¬ 
mately  50  milligrams)  in  2.0  milliliters 
of  redistilled  methanol.  Further  dilute 
this  solution  with  1 -percent  phosphate 
buffer  (pH  6.0)  to  give  a  concentration 
of  2,000  units  per  milliliter. 

(b)  Sterility.  Proceed  as  directed  in 
§  141a.2,  except  in  the  test  for  bacteria 
add  for  each  100  milliliters  of  media 
used  0.5  milliliter  of  polysorbate  80  and 
a  sufficient  quantity  of  2  N  NaOH  to 
produce  a  solution  having  a  pH  of  ap¬ 
proximately  7.9  after  sterilization. 

(c)  Pyrogens.  Proceed  as  directed  in 
§  141a.3,  except  use  physiological  salt  so¬ 
lution  as  the  diluent. 

(d)  Toxicity.  Proceed  as  directed  in 
§  141a.4,  except  use  physiological  salt  so¬ 
lution  as  the  diluent,  and  inject  0.5  milli¬ 


liter  of  a  solution  containing  2,000  units 
per  milliliter. 

(e)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a). 

(f)  pH.  Proceed  as  directed  in 
S  141a.5  (b) ,  using  a  saturated  aqueous 
solution  prepared  by  adding  300  milli¬ 
grams  per  milliliter. 

(g)  Microscopical  test  for  crystallin¬ 
ity.  Proceed  as  directed  in  §  141a.5  (c) . 

(h)  Penicillin  G  content.  Accurately 
weigh  approximately  50  milligrams  of 
the  sample  and  dissolve  in  25-milliliter 
potassium  phosphate  buffer,  pH  7.9  (one 
part  of  0.1  M  KH^PO,  and  11.66  parts  of 
0.1  M  K2HPO) .  Allow  to  stand  at  room 
temperature  for  not  less  than  1.5  hours 
and  not  more  than  2  hours.  Transfer  a 
5.0-milliliter  aliquot  to  a  25-milliliter 
glass-stoppered  test  tube.  Place  the  tube 
in  an  ice  bath  and  add  10.0  milliliters  of 
chloroform  (previously  washed  with 
water) .  After  cooling,  adjust  the  pH  of 
the  aqueous  phase  to  2.0  by  adding  0.5 
milliliter  of  1-4  HaPO*.  Shake  the  tube 
thoroughly  for  2  minutes,  centrifuge,  and 
withdraw  the  lower  chloroform  layer 
with  the  aid  of  a  10-milliliter  hsrpodermic 
S5n:inge  and  a  3-inch  needle.  Superfi¬ 
cially  dry  the  chloroform  by  filtering 
through  a  pledget  of  cotton,  using  a 
U-shaped  funnel  to  reduce  evaporation 
during  filtration.  Determine  the  absorb¬ 
ance  of  the  filtered  chloroform  solution 
in  a  1 -centimeter  cell  at  265  m/i  and  280 
m.fi,  using  a  suitable  spectrophotometer. 
Treat  the  working  standard  of  sodium 
penicillin  G  in  the  same  manner,  using 
an  accurately  weighed  sample  of  ap¬ 
proximately  30  milligrams. 


Percent  penicillin  G=: 


(Ax  at  265  mA— A,  at  280  mu.)  (wt.  e)  (100) 
(A,  at  265  xnA— A,  at  28~0^ia)  (wt.  x)  (0.635)  ’ 


where: 


A = absorbance. 

x= diethylaminoethyl  ester  penicillin  G  hydriodide. 
5= sodium  penicillin  G  working  standard. 


§  141a.  52  Diethylaminoethyl  ester  peni¬ 
cillin  G  hydriodide  for  aqueous  in¬ 
jection. 

(a)  Potency.  Using  a  representative 
aliquot  of  the  product  reconstituted  as 
directed  in  the  labeling,  proceed  as  di¬ 
rected  in  S141a.51(a).  Its  potency  is 
satisfactory  if  it  contains  not  less  than 
90  percent  of  the  number  of  units  that 
it  is  represented  to  contain. 

(b)  Sterility.  Use  the  entire  contents 
of  single-dose  containers  or  the  equiva¬ 
lent  of  approximately  300  milligrams 
(activity)  from  each  multiple-dose  con¬ 
tainer,  and  proceed  as  directed  in 
§  141a.51. 

(c)  Moisture.  Proceed  as  directed  in 
SHla.C  (a). 

(d)  Pyrogens.  Proceed  as  directed  In 
§  141a.3,  except  use  physiological  salt  so¬ 
lution  as  the  diluent. 

(e)  Toxicity.  Proceed  as  directed  in 
§  141a.4,  except  use  physiological  salt  so¬ 
lution  as  the  diluent,  and  inject  0.5  milli¬ 
liter  of  a  solution  containing  2,000  units 
per  milliliter. 

(f)  pH.  Proceed  ‘  as  directed  in 
8  141a.5(b) ,  using  the  suspension  result¬ 
ing  when  the  product  is  reconstituted  as 
directed  in  the  labeling. 


§  141a.53  Penicillin-streptomycin  im¬ 
plantation  pellets ;  penicillin-dihydro¬ 
streptomycin  implantation  pellets. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.9(a).  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Streptomycin  content.  Proceed  as 
directed  in  8  141a.36  (a)  (2) .  Its  content 
of  streptomycin  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  8  141a.36  (a)  (3). 
Its  content  of  dihydrostreptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a). 

§  141a.54  Benzathine  penicillin  G  for 
aqueous  injection. 

(a)  Potency.  Proceed  as  directed  in 
8141a.47(a),  using  as  the  sample  for 
assay  a  representative  aliquot  of  the 
suspension  equivalent  to  one  dose;  or 
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if  it  is  a  dry  mixture  of  the  drug,  a  rep¬ 
resentative  aliquot  of  the  drug  equiva¬ 
lent  to  one  dose  after  it  has  been  recon¬ 
stituted  as  directed  in  the  labeling.  Its 
potency  is  satisfactory  if  it  contains  not 
less  than  90  percent  of  the  number  of 
units  that  it  is  represented  to  contain. 

(b)  SterUity.  Proceed  as  directed  in 
§  141a.47  (b). 

(c)  Moisture  (dry  mixture  of  the 
drug) .  Proceed  as  directed  in  §  141a.26 
(e). 

(d)  Pyrogens.  Proceed  as  directed  in 
S  141a.  x7  (d) . 

(e)  Toxicity.  Proceed  as  directed  in 
§  141a.47  (c) . 

(f)  pH — (1)  Dry  mixture  of  the  drug. 
Proceed  as  directed  in  S  141a.5(b),  using 
the  suspension  resulting  when  the  prod¬ 
uct  is  reconstituted  as  directed  in  the 
labeling. 

(2)  Aqueous  suspension  of  the  drug. 
Proceed  as  directed  in  §  141a.5(b),  using 
the  imdiluted  aqueous  suspension. 

§  141a.55  Benzathine  penicillin  C  and 
buffered  crystalline  penicillin  for 
aqueous  injection. 

(a)  Total  potency  (except  in  single¬ 
dose  containers).  Proceed  as  directed 
in  §  141a.l.  except  if  the  bioassay  method 
is  used  prepare  the  seimple  by  diluting 
1,0  milliliter  of  the  drug  suspension  with 
sufiQcient  dimethyl  formamide,  forma- 
mide,  or  methyl  alcohol  to  dissolve  the 
benzathine  penicillin.  Make  to  100 
milliliters  with  buffer.  Shake  well  and 
dilute  to  1.0  unit  per  milliliter.  If  the 
iodometric  method  is  used,  proceed  as 
directed  in  §  141a.47,  except  in  preparing 
the  blank  solution  dilute  1.0  milliliter  of 
the  drug  -suspension  to  250  milliliters 
with  1 -percent  phosphate  buffer  at  pH 
6.0.  In  preparing  the  solution  for  inac¬ 
tivation  dissolve  1.0  milliliter  of  the  drug 
45uspension  in  approximately  20  milli¬ 
liters  of  0.5  N  NaOH.  Allow  to  stand  for 
15  minutes.  Dilute  to  250  milliliters  with 
distilled  water.  Pipette  a  2.0 -milliliter 
aliquot  into  a  125-milliliter  glass-stop¬ 
pered  Erlenmeyer  ffask  and  add  2.0  mil¬ 
liliters  1.2  N  HCl  and  10  milliliters  0.01  N 
iodine. 

(b)  Buffered  crystalline  penicillin 
content.  Place  1.0  milliliter  of  the  drug 
suspension  in  a  10-milliliter  volumetric 
flask  and  add  20  percent  sodium  sulfate 
to  make  10  milliliters.  Shake  well  and 
centrifuge  to  obtain  a  clear,  or  reason¬ 
ably  clear,  solution.  Dilute  a  5.0-milli¬ 
liter  aliquot  to  50  milliliters  with  buffer 
and  proceed  as  directed  in  §  141a.l  to 
determine  the  number  of  units  per  milli¬ 
liter  of  this  solution,  and  from  this  value 
calculate  the  number  of  units  per  milli¬ 
liter  of  the  drug.  The  content  of  buf¬ 
fered  crystalline  penicillin  is  satisfactory 
if  it  is  not  less  than  85  percent  of  that 
which  it  is  represented  to  contain. 

(c)  Benzathine  penicillin  G  content. 
The  benzathine  penicillin  G  content  of 
the  batch  is  the  difference  between  the 
total  potency  as  described  in  para^aph 

(a)  or  (d)  of  this  section  and  the  content 
of  buffered  crystalline  penicillin 'deter¬ 
mined  by  the  method  prescribed  in  para¬ 
graph  (b)  of  this  section.  The  content  of 
benzathine  penicillin  O  is  satisfactory 


if  it  is  not  less  than  85  percent  of  that 
which  it  is  represented  to  contain. 

(d)  Total  potency  of  a  single-dose 
container.  Add  sujfficient  distilled  water 
to  the  material  remaining  in  the  10-milli¬ 
liter  volumetric  flask  referred  to  in  par¬ 
agraph  (b)  of  this  section  to  bring  the 
volume  back  to  10  milliliters  and  deter¬ 
mine  the  number  of  units  per  milliliter 
of  this  suspension.  If  the  iodometric 
method  is  used,  2.0-milliliter  aliquots  are 
placed  in  50-milliliter  volumetric  flasks 
(one  blank  and  one  to  be  inactivated). 
Obtain  the  total  potency  by  adding  the 
number  of  units  found  in  the  10-milli¬ 
liter  volumetric  flask  to  one-half  the 
content  of  buffered  crystalline  penicillin 
found  in  paragraph  (b)  of  this  section. 

(e)  Sterility.  Proceed  as  directed  in 
§141a.47  (b). 

(f)  Moisture.  Proceed  as  directed  in 
§  141a.26  (e). 

^g>  Pyrogens.  Proceed  as  directed  in 
§141a.47(d).  . 

<h)  Toxicity.  Proceed  as  directed  in 
§141a.47(c). 

(i)  pH.  Proceed  as  directed  In 
§  141a.5(b),  using  the  suspension  result¬ 
ing  when  the  product  is  reconstituted  as 
directed  in  the  labeling. 

§  141a.56  Chloroprocaine  penicillin  O. 

(a)  Potency,  sterility,  pyrogens,  toxi¬ 
city,  moisture,  pH,  and  crystallinity. 
Proceed  as  directed  in  §  141a.26,  except 
if  the  iodometric  assay  for  potency  is 
used,  calculate  as  directed  in  §  141a.5(d) 
(2). 

(b)  Chlcroprocaine  penicillin  O  con¬ 
tent.  Proceed  as  directed  in  §  141a.5  (h) 
(1),  except  use  an  accurately  weighed 
sample  of  approximately  168  milligrams 
and  calculate  the  percent  of  chloropro¬ 
caine  penicillin  O  as  follows: 


a  (sample) 
a  (standard) 


X 168= percent  chloroprocaine 
penicillin  O. 


(c)  Chloroprocaine  penicillin  G  con¬ 
tent.  Proceed  as  directed  in  §  141a.5  (g) , 
except  prepare  the  sample  as  follows: 
Accurately  weigh  approximately  500 
milligrams  of  the  sample  in  a  25-milli¬ 
liter  glass-stoppered  test  tube.  Add  6 
milliliters  of  distilled  water  and  6.0 
milliliters  of  amyl  acetate.  Place  the 
tube  in  an  ice  bath  for  5  minutes  and 
then  add  4  milliliters  of  1-4  H3PO4.  shake 
vigorously  for  2  minutes,  centrifuge  for 
1  minute  to  separate  the  layers,  and 
withdraw  5.0  milliliters  of  the  amyl 
acetate  layer.  Place  the  amyl  acetate  in 
a  250-milliliter  Erlenmeyer  flask  and 
evaporate  to  dryness  by  directing  a 
stream  of  air  into  the  flask.  Dissolve  the 
residue  In  2.0  milliliters  of  2.5  percent 
KOH. 

Calculate  the  percent  of  penicillin  G 
in  the  sample  from  the  equation: 

(5.10) (Z) (60) (100) 

(Wt.  sample  mlUigrams)  (0.8^7 

= percent  penicillin  O 


§  141a.57  Chloroprocaine  penicillin  O 
for  aqueous  injection. 

For  the  determination  of  potency, 
sterility,  moisture,  psnrogens,  toxicity, 
and  pH,  proceed  as  directed  in  §  141a.29, 
except  if  the  iodometric  assay  for  po¬ 


tency  is  used,  calculate  as  directed  in 
S  141a.5(d)(2). 

§  141a.58  Penicillin-streptomycin  vagi¬ 
nal  suppositories;  penicillin-dihydro¬ 
streptomycin  vaginal  suppositories. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.l8(a).  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Streptomycin  content.  Using  5 
suppositories,  proceed  as  directed  in 
§  141a.35  (a)  (2) ,  except  that  150  millili¬ 
ters  of  peroxide-free  ether  is  used  in 
the  extraction.  Its  content  of  strepto¬ 
mycin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  that  it  is  represented  to  con¬ 
tain. 

(3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (2) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  a 
standard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.l8  (b). 

§  141a.59  Penicillin — streptomycin-baci¬ 
tracin  dental  paste;  penicillin-diliy. 
drostreptoniycin — bacitracin  dental 
paste. 

(a)  Potency.  Proceed  as  directed  in 
§  141a.49(a). 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.8  (b). 

(c)  Sterility.  Proceed  as  directed  in 
§141a.7  (b). 

§  141a.60  Penicillin  and  dihydrostrepto- 
mycin-streptomycin  sulfates  veter¬ 
inary;  procaine  penicillin  in  dihydro¬ 
streptomycin-streptomycin  sul  fates 
solution  veterinary. 

(a)  Potency.  Use  as  the  sample  for 
assay  a  representative  aliquot  of  the 
suspension  equivalent  to  one  dose;  or 
if  it  is  a  dry  mixture  of  the  drug,  a  rep¬ 
resentative  aliquot  of  the  drug  equiva¬ 
lent  to  one  dose  after  it  has  been  recon¬ 
stituted  as  directed  in  the  labeling. 

(1)  Penicillin  content.  If  it  contains: 

(i)  Crystalline  penicillin  and  dihydro¬ 
streptomycin-streptomycin  •iulf  at  e  s  . 
Proceed  as  directed  in  §  141a.39(a)  (2) 
if  it  is  the  dry  powder  or  in  §  141a.46(a) 
(1)  if  it  is  the  solution;  or 

(Yi)  Procaine  penicillin  and  dihydro¬ 
streptomycin-streptomycin  sulfates. 
Proceed  as  directed  in  §  141a.39(a)  (2) 
if  it  is  the  dry  powder  or  in  §  141a.46(a) 
(1)  if  it  is  the  solution;  or 

(iii)  Benzathine  penicillin  G  and  di¬ 
hydrostreptomycin  -  streptomycin  sul¬ 
fates.  Proceed  as  directed  in  §  141a.47 
(a) ,  except  that  in  the  iodometric  assay 
1  drop  of  1.2  N  HCl  is  added  to  the  blank 
immediately  before  the  addition  of  the 
0.01  N  L;  or 

(iv)  Crystalline  penicillin-procaine 
penicillin  and  dihydrostreptomycin- 
streptomycin  sulfates.  Proceed  as  di¬ 
rected  in  §  141a.32  (a) ,  (b) ,  and  (c) ,  ex¬ 
cept  that  in  the  iodometric  assay  1  drop 
of  1.2  N  HCl  is  added  to  each  blank  im- 
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as  directed  in  i  141a.&  (d)  (t) .  For  the 
blank  determination  preface  u  s^arate 
sample  as  directed  in  sobparagraf^  (3> 

(i)  (a)  or  (b)  of  this  paragraph  and  in 
the  first  sentence  of  this  subparagraph, 
then  dilute  with  1  percent  phosphate 
buffer,  pH  6.0,  to  give  a  concentration  of 
approximately  2,000  units  pa:  milliltter. 
The  total  potency  of  the  one-dose  con¬ 
tainer  is  equal  to  the  sum  of  the  xnim- 
ber  of  units  found  in  this  assay  (units 
per  milliliter X volume)  and  the  mun- 
ber  of  units  found  (xmlts  per  milliliter 
X volume)  in  the  solution  for  assay  in 
subparagraph  (3)  (ii)  of  this  paragraph. 

(6)  Procaine  penicillin  content  of  a 
single-dose  container.  Make  suitable 
dilutions  of  the  NaOH-inactivated  solu¬ 
tion  prepared  in  subparagraph  (5)  of 
this  paragraph  to  obtain  approximately 
60  units  of  procaine  penicillin  per  milli¬ 
liter.  Determine  the  procaine  penicil¬ 
lin  content  (units  per  milliliter  X 
volume)  of  this  solution  by  the  colori¬ 
metric  procedure  'described  under 
S  141a.32  (b)  (3) .  To  this  value  add 
the  procaine  penicillin  content  (units 
per  milliliter X  volume)  of  the  solution 
for  assay,  as  found  in  subparagraph  (3) 
(iii)  of  this  paragraph,  to  obtain  the 
procaine  penicillin  content  of  the  one- 
dose  container.  The  content  of  pro¬ 
caine  penicillin  in  the  batch  is  satisfac¬ 
tory  if  it  is  not  less  thsin  85  percent  of 
that  which  it  is  represented  to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
S141a.47(b). 

(c)  Pyrogens.  Proceed  as  directed  in 
§  141a.47  (d'. 

(d)  Toxicity.  Proceed  as  directed  in 
S  141a.47  (c). 

(e)  Moisture.  Proceed  as  directed  in 
§  141a.26  (e) . 

(f)  pH.  Proceed  as  directed  In 
S  141a.5(b),  using  the  suspension  result¬ 
ing  when  the  product  is  reconstituted  as 
directed  in  the  labeling. 

§  141a.62  BenrJrthing  penieQIm  C  and 
procaine  penicillin  for  aqueona  injec¬ 
tion. 

(a)  Total  potency,  benzathine  penicil¬ 
lin  G  content,  procaine  penicillin  con¬ 
tent.  Proceed  as  directed  in  S  141a.61 

(a)  (1).  (2),  and  (4). 

(b)  Sterility,  toxicity,  pyrogens.  PrOf 
ceed  as  directed  in  i  141a.47  (b) ,  (c) , 
and  (d). 

(c)  pH.  Proceed  as  directed  in 
1 141a.5  (b) ,  using  the  tmdilnted  aque¬ 
ous  suspension  or  the  suspension  pre¬ 
pared  as  directed  in  ttie  labeling  for  the 
drug. 

(d)  Moisture  (dry  mixture  of  the 
drug).  Proceed  as  directed  in  (141.26 

(e). 

§  141a.63  Penicniin-bacitracin-neomycin 
ointment;  penicillin-bacitracin-neo¬ 
mycin  in  oiL 

(a)  Potency — (1)  Penicillin  content; 
bacitracin  content.  Proceed  as  directed 
in  §  141a.37(a). 

(2)  Neomycin  content.  Proceed  os 
directed  in  (  141e.4tl  (a)  (2)  of  titis 
chapter,  except  ttiat  sufficient  p^ticfl- 
linase  is  added  to  the  sample  under  test 
to  completdy  ioMtivate  the  penicillin 
present.  Its  contrat  of  neomycin  is  sat¬ 
isfactory  if  it  contains  not  less  than  85 


percent  at  the  number  of  mflligrams  per 
gram  tiiat  it  is  represented  to  centain. 

(b)  Moisture.  Proceed  as  directed  in 
{14Ia.8  (b). 

§  141a.64  Penicillin-streploaiycm  tab- 
leta;  penicilim-diliydroatraptomycin 
tablets- 

(a)  Potency — (D  PenbeilUn  content. 
Proceed  as  directed  in  S  141a.9(a) .  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Streptomycin  content.  Proceed 
as  directed  in  (  141a.36  (a)  (2).  Its 
content  of  streptomycin  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  it  is  repre¬ 
sented.  to  contain. 

(3 )  Dihydrostreptomycin  content. 
Proceed  as  directed  in  §  141a.36  (a)  (3). 
Its  content  of  dihydrostreptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
(141a.5  (a). 

(c)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c). 

§  141a.65  Penicillin -streptomycin -neo¬ 

mycin  in  oil;  penicillin-dihydrostrep- 
tomycin-neomycin  in  oil;  penicillin- 
streptomycm-neomycin  ointment; 
penicillin  -  dihydrostreptomycin  -  n  eo- 
mycin  ointment. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.35(a)  (1), 
(2),  and  (3).  Its  content  of  penicil¬ 
lin  is  satisfactory  if  it  contains  not  less 
than  8S  percent  of  the  number  of  units 
that  it  is  represented  to  contain. 

(2)  Streptomycin  content.  Proceed  as 
directed  in  S  141b.l01  of  this  chapter, 
except  §  141b.l01  (j)  and  (k)  of  this 
chapt^,  and  in  lieu  of  the  directions 
in  i  141b.l01  (e)  of  this  chapter,  pre¬ 
pare  the  sample  as  directed  in  S  141a.35 
(a)  (4)  (i).  If  the  sample  contains 
three  times  as  much  (or  more)  neomycin 
as  streptomycin,  prepare  the  streptomy¬ 
cin  standard  curve  by  adding  to  each 
concentration  of  streptomycin  the  quan¬ 
tity  of  neomycin  (as  calculated  from  the 
quantity  of  neomycin  found,  using  the 
method  prescribed  in  subparagnqDh  (4) 
of  this  paragraph)  that  would  be  present 
when  the  sample  is  diluted  to  contain  1.0 
fig.  of  streptomycin  (estimated)  per  mil¬ 
liliter.  Its  content  of  strepton^cin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (2) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  the 
standard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satitfactory  11  it 
contains  not  leas  than  85  perc^t  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(4)  Neomycin  content,  (i)  Proceed  as 
directed  in  §  141e.410(b)  (1)  of  this  chap¬ 
ter,  except  prepare  the  sample  as  fol¬ 
lows:  Place  1.0  mlllfliter  of  the  sample 
Ih  a  separatory  ftinnel  containing  ap¬ 
proximately  50  mminters  of  peroxide- 
ftee  ether  and  extract  with  fbur  succes¬ 
sive  20-mllIiliter  portions  of  distilled 


water.  Make  the  combined  aqueous  ex¬ 
tractions  to  100  milliliters  with  distilled 
water.  Transfer  a  10-milliliter  aliquot 
of  the  aqueous  extract  to  a  25-milliliter 
volunietric  flask  and  add  1.0  milliliter  of 
5  percent  Ba(0H)t8H30.  Using  a  test- 
tube  clanq),.  suspend  the  open  flask  in  a 
steam  batii.  so  that  the  mouth  of  the 
flask,  is  slightly  above  the  level  of  the 
steam  bath.  Heat  with  steam  for  3 
hours;  rraiove,  cool,  add  one  drop  of  1.0 
pore^  phenolphthalein  and  neutralize 
dropwise  with  1.0  N  H,SO«.  Make  to 
volume  with  distilled  water  and  pour  a 
reasonable  aliquot  into  an  appropriate 
eentrlfi^ing  tube.  Centrifuge  for  5 
minutes  at  aiqproximately  4,000  r.pm. 
and  decant.  Pipette  an  appropriate  vol¬ 
ume  for  assay  and  accurately  add  suf- 
fleient  1.0  M  potassium  phosphate 
buffer,  pH  8.0,  to  provide,  after  addition 
of  distilled  water,  a  solution  having  a  mo¬ 
larity  of  0.1  percent  with  respect  to  the 
potassium  phosphate  buffer  and  contain¬ 
ing  10  micrograms  of  neomycin  per  mil¬ 
liliter  if  the  test  organism  is  Staph¬ 
ylococcus  aureus,  and  1.0  microgram  of 
neomycin  per  milliliter  if  the  test  orga¬ 
nism  is  Staphylococcus  epidermidls. 

(ii)  The  neomycin  content  may  also 
be  determined  as  follows:  Place  1.0  milli¬ 
liter  of  the  sample  in  a  separatory  funnel 
containing  50  milliliters  of  peroxide-free 
ether  and  extract  with  four  successive  20- 
milliliter  portions  of  0.1  ilf  potassium 
phosphate  buffer  at  pH  7.8  to  8.0.  Make 
the  combined  aqueous  extractions  to  100 
milliliters  with  the  0.1  M  potassium  phos¬ 
phate  buffer.  Pipette  an  appropriate 
volume  for  assay  and  accurately  add 
sufficient  0.1  M  potassium  phosphate  buf¬ 
fer  to  provide  a  solution  containing  10 
micrograms  of  neomycin  per  milliliter 
if  the  test  organism  is  Staphylococcus 
aureus  and  1.0  microgram  of  neomycin 
per  milliliter  if  the  test  organism  is 
Staphylococcus  epidermidls.  Proceed  as 
directed  in  §  141b.410(b)  (1)  of  this  chap¬ 
ter,  except  add  sufficient  penicillinase  to 
completely  inactivate  the  penicillin  pres¬ 
ent.  If  Staphylococcus  aureus  is  used  as 
the  test  organism,  use  the  Food  and  Drug 
Administration  dihydrostreptomycin-re¬ 
sistant  strain  of  Staphylococcus  aureus 
(A.T.C.C.  6538-PR)  which  is  grown  and 
maintained  on  media  containing  1,000 
micrograms  of  dihydrostreptomycin  per 
milliliter  of  agar. 

(b)  Moisture.  Using  1  milliliter  as 
the  test  sample,  proceed  as  directed  in 
§  141a.7  (c) . 

§  141a.66  Capsules  procaine  penicillin 
in  oil. 

(a)  Potency.  Proceed  as  directed  in 
S  141a.l,  except  paragraph  (i)  of  that 
section,  and  in  lieu  of  the  directions  in 
§  141a.l(d)  prepare  the  sample  as  fol¬ 
lows:  Place  12  capsules  in  a  blending 
jar  containing  40  milliliters  of  absolute 
alcohol  and  200  milliliters  of  1.0  percent 
phosphate  buffer,  pH  6.0.  After  blend¬ 
ing  for  1  minute  with  a  high-speed 
blender,  add  260  milliliters  of  1.0  percent 
phosphate  buffer,  pH  6.0.  Blend  again 
for  I  minute  and  make  the  proper  esti¬ 
mated  dilutions  in  1-pefeent  phosphate 
buffer  at  pH  6.0.  Its  potency  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  units  per  cap¬ 
sule  that  it  is  represented  to  contain. 
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(b)  Moisture.  Using  an  acciirately 
weighed  sample  of  approximately  1  gram 
of  the  capsule  contents,  proceed  as  di¬ 
rected  in  §  141a.7  (c) . 

§  141a.67  Procaine  penicillin  and  ben- 
aadiine  penicillin  G  in  streptomycin 
snlfate  solution;  procaine  penicillin 
and  bensathine  penicillin  G  in  di- 
bydrostreptomycin  sulfate  solution 
veterinary  (procaine  penicillin  and 
benzathine  penicillin  G  in  crystallme 
dihydrostreptomycin  snlfate  soluticm 
veterinary). 

(a)  Potency — (1)  Total  potency  and 
procaine  penicillin  content.  Proceed  as 
directed  in  S  141a.61(a)  (1)  and  (2), 
except  that  in  the  iodometric  assay  one 
drop  of  1.2  N  HCl  is  added  to  the  blank 
immediately,  before  the  addition  of  the 
0.01  iV  iodine. 

(2)  Benzathine  penicillin  G  content. 
The  difference  between  the  total  penicil¬ 
lin  potency  and  the  procaine  penicillin 
content  determined  imder  subparagraph 

(1)  of  this  paragraph  represents  the 
benzathine  penicillin  G  content.  The 
benzathine  penicillin  O  content  is  satis¬ 
factory  if  it  is  not  less  than  85  percent 
of  that  which  it  is  represented  to  con¬ 
tain. 

(3)  Streptomycin  content.  Proceed 
as  directed  in  §  141b.l01  (j)  and  (k)  of 
this  chapter. 

(4)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  S  141b.l08  (a)  of 
this  chapter. 

(b)  Sterility.  Proceed  as  directed  in 
§  141a.47  (b) .  except  that  no  control  tube 
is  used  in  the  test  for  bacteria. 

(c)  Toxicity.  Proceed  as  directed  in 
S  141a.39  (c). 

(d)  Pyrogens.  Proceed  as  directed  in 
9  141a.39  (d). 

(e)  pH.  Proceed  as  directed  in  §  141a.5 
(b).  using  the  undiluted  aqueous  sus¬ 
pension. 

§  141a.68  Benzathine  penicillin  G  and 
streptomycin ;  benzathine  penicillin 
G  and  dihydrostreptomycin  veter¬ 
inary. 

(a)  Potency — (1)  Content  of  benza¬ 
thine  penicillin  G.  Proceed  as  directed  in 
§  141a.47(a).  Its  content  of  benzathine 
penicillin  Q  is  satisfactory  if  it  contains 
not  less  than  90  percent  of  the  niunber 
of  units  that  it  is  represented  to  contain. 

(2)  Streptomycin  content.  Proceed  as 
directed  in  9  141b.l01  (j)  of  this  chapter. 
Its  content  of  streptomycin  is  satisfac¬ 
tory  if  it  contains  not  less  than  90  per¬ 
cent  of  the  number  of  grams  that  it  is 
represented  to  contain. 

(3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  9  141b.l08  (a)  of 
this  chapter.  Its  content  of  dihydro¬ 
streptomycin  is  satisfactory  if  it  con¬ 
tains  not  less  than  90  percent  of  the 
number  of  grams  that  it  is  represented 
to  contain. 

(b)  Sterility.  Use  the  entire  contents 
of  single-dose  containers  or  the  equiva¬ 
lent  of  approximately  0.5  gram  (com¬ 
bined  activity)  for  each  multiple-dose 
container,  and  proceed  as  directed  in 
9 141a.47  (b) ,  except  that  no  control  tube 
is  used  in  the  test  for  bacteria. 

ic) .Moisture.  Proceed  as  directed  in 
S  141a.26  (e). 


(d)  Toxicity,  pyrogens,  pH.  Proceed 
as  directed  in  9  141a.39  (c) ,  (d) ,  and  (f ) . 


,  (a)  Potency.  Proceed  as  directed  in 
9  141a.l,  except  9  141a.l(i),  and  in  lieu 
of  the  directions  in  9  141a.l(d),  prepare 
the  sample  as  follows:  By  means  of  a 
hypodermic  syringe,  introduce  5  milli¬ 
liters  of  the  well-shaken  test  sample  into 
a  high-speed  blender  containing  244 
milliliters  of  1-percent  phosphate  buffer 
at  pH  6.0  and  1.0  milliliter  of  polysorbate 
80.  Blend  the  mixtiu*e  for  3  to  5  minutes. 
Make  the  proper  estimated  dilutions  in 
1 -percent  phosphate  buffer  at  pH  6.0. 
Its  potency  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number  of 
units  per  milliliter  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
9141a.7  (c). 

§  141a.70  Tablets  benzathine  penicillin 
G  and  crystalline  penicillin. 

(a)  Potency — (1)  Total  •potency. 
Proceed  as  directed  in  9  141a.9(a)  (2), 
Its  total  potency  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  imits  per  tablet  that  it  is 
represented  to  contain. 

(2)  Crystalline  penicillin  content. 
Place  5  tablets  in  a  blending  jar  and  add 
thereto  sufOcient  distilled  water  to  give 
a  concentration  of  5,000  units  of  crystal¬ 
line  penicillin  per  milliliter.  Blend  for 
2  minutes  with  a  high-speed  blender, 
filter,  remove  a  10-milliliter  aliquot  of 
the  ^trate  and  dilute  to  25  milliliters 
with  1.0  percent  phosphate  buffer  at 
pH  6.0.  Remove  a  2-milliliter  aliquot  of 
this  solution  and  assay  by  the  iodometric 
assay  procedure  described  in  9  141a.5  (d) 

(1).  Its  content  of  crystalline  penicillin 
is  satisfactory  if  it  contains  not  less 
than  85  percent  of  the  number  of  units 
per  tablet  that  it  is  represented  to  con¬ 
tain. 

(3)  Benzathine  penicillin  G  content. 
The  benzathine  penicillin  G  content  of 
the  batch  is  the  difference  between  the 
total  potency  as  determined  by  the  meth¬ 
od  described  in  subparagraph  (1)  of  this 
paragraph  and  the  content  of  crystalline 
penicillin  as  determined  by  the  method 
prescribed  in  subparagraph  (2)  of  this 
paragraph.  Its  content  of  benzathine 
penicillin  G  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  units  per  tablet  that  it  is  represented 
to  contain. 


§  141a.73  Dibenzylamine  peilicillin  and 
potaMium  penicillin  powder,  buf¬ 
fered. 

(a)  Total  potency.  Proceed  as  di¬ 
rected  in  9  141a.l,  using  5  milliliters  of 
the  preparation,  reconstituted  as  directed 
in  the  labeling. 

(b)  Potassium  penicillin  content.  Cen¬ 
trifuge  approximately  10  milliliters  of 
the  reconstituted  preparation  to  obtain 


(b)  Moisture.  Proceed  as  directed  in 
f  141a.26  (e). 

(c)  Disintegration  time.  Proceed  as  • 
directed  in  i  141a.9(c). 


powder. 

(a)  Potency — (1)  Penicillin  content. 
Use  an  accmately  weighed  sample  of  ap¬ 
proximately  1  gram  and  proceed  as  di¬ 
rected  in  9  141a.l,  except  paragraph  (i) 
of  that  section.  The  penicillin  content 
of  the  powder  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the  num¬ 
ber  of  units  that  it  is  represented  to 
contain. 

(2)  Streptomycin  content.  Use  an  ac¬ 
curately  weighed  sample  of  approxi¬ 
mately  1  gram  and  proceed  as  directed 
in  9  141a.36  (a)  (2).  The  streptomycin 
content  of  the  powder  is  satisfactory  if 
it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  of  activity 
that  it  is  represented  to  contain. 

(3)  Dihydrostreptomycin  content. 
Use  an  accurately  weighed  sample  of 
approximately  1  gram  and  proceed  as  di¬ 
rected  in  9  141a.36  (a)  (3).  The  dihy¬ 
drostreptomycin  content  of  the  powder 
is  satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
of  activity  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
9  141a.5  (a) . 

§  141a.72  Dibenzylamine  penicillin  G 
(dibenzylamine  penicillin  G  salt). 

(a)  Potency.  Proceeds  as  directed  in 
9  141a.26  (a). 

(b)  Sterility.  Proceed  as  directed  in 
9  141a.2. 

(c)  Pyrogens.  Proceed  as  directed  in 
9  141a.3,  except  use  physiological  salt 
solution  as  the  diluent. 

(d)  Toxicity.  Proceed  as  directed  in 
9  141a.4,  except  use  physiological  salt 
solution  as  the  diluent,  and  Inject  0.25 
milliliter  of  a  solution  containing  4,000 
units  per  milliliter. 

(e)  Moisture.  Proceed  as  directed  in 
9141a.26  (e). 

(f)  pH.  Proceed  as  directed  in 
9  141a.5  (b),  using  a  saturated  aqueous 
solution  prepared  by  adding  300  milli¬ 
grams  per  milliliter. 

(g)  Microscopical  test  for  crystallinity. 
Proceed  as  directed  in  9  141a.5  (c). 

(h)  Penicillin  G  content.  Proceed  as 
directed  in  9  141a.26  (h) ,  using  the  fol¬ 
lowing  formula  for  calculating  the  per¬ 
cent  of  dibenzylamine  penicillin  G: 


a  clear  solution  and  proceed  as  directed 
in  9  141a.l,  using  5  milliliters  of  the  clear 
solution.  The  potency  of  the  clear  solu¬ 
tion  is  regarded  as  the  potassium  penicil¬ 
lin  content.  The  content  of  potassium 
penicillin  is  satisfactory  if  it  Is  not  less 
than  85  percent  of  that  which  it  is  repre¬ 
sented  to  contain. 

(c)  Dibenzylamine  penicillin  content. 
The  difference  between  the  total  potency 


§  141a.69  CrystaBme  penicUlm  G  oral 
guspension,  crystalune  peniefflin  G 
sodium  oral  suspension,  potassium  §  141a.71  Penicillin-streptomycin  pow- 
penicillin  G  oral  suspension.  der;  penicillin-dihydrostreptomycin 


Percent  of  dibenzylamine  penicillin  0= 


iV-ethyl  piperidine  penicillin  precipitate  x  2454S 
Weight  of  sample  in  milligrams 
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fts  determined  fagr  peragreph  (la>  of  this 
section  and  the  potassium  penteilMn  as 
.  determined  by  paragraph  (h>  of  this 
section  represents  the  amoimt  of  diben- 
zylamine  penicillin  present.  The  con¬ 
tent  of  dibenzylamine  penicillin  is  satis¬ 
factory  if  it  is  not  less  than  86  percent 
of  that  which  it  is  represented  to  con¬ 
tain. 

(d)  Moisture.  Proceed  as  directed  in 
S  141a.26  (e). 

(e)  pH.  Proceed  as  directed  in  8  141a.5 
Cb) ,  using  the  8uiq)en6ion  resulting  when 
the  product  is  reconstituted  as  directed 
in  the  labeling. 

§  141a.74  Dibenzylamine  penicillin  and 
streptomycin  in  oil;  dibenaylamine 
penicillin  and  dihydrostreptomycin 
in  oil. 

(a)  Potency — (1)  PenicUlin  content. 
Proceed  as  directed  in  §  141a.27  (a), 
except  the  last  sentence  Uiereof.  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  per  milliliter  that  it  is 
represented  to  contain. 

(2)  Streptomycin  content.  Using  1.0 
milliliter  as  the  test  sample,  proceed  as 
directed  in  8  141a.35  (a)  (2).  Its  con¬ 
tent  of  streptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  per  milliliter  that 
it  is  represented  to  contain. 

(3)  Dihydrostreptomycin  content. 
Using  1.0  milliliter  as  the  test  smnple. 
proceed  as  directed  in  8  141a.35  (a)  (3). 
Its  content  of  dihydrostreptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  milliliter  that  it  is  represented  to 
contain. 

(b)  Moisture.  Using  1.0  milliliter  as 
the  test  sample,  proceed  as  directed  in 
8  141a.7  (c). 

§  141a.75  Hydrabaminc  penicillin  C. 

(a)  Potency.  Proceed  as  directed  in 
8  141a.l.  except  if  the  bioassay  method 
Is  used  prepare  the  sample  as  follows: 
Dissolve  an  accurately  weighed  sample 
in  methanol  and  dilute  with  methanol 
to  1,000  units  per  milliliter  (estimated). 
By  means  of  a  volumetric  pipette,  add 
dropwise  a  1.0-milliliter  ali(iuot  to  a 
1,000-milliliter  volumetric  flask  contain¬ 
ing  approximately  800  milliliters  of  1- 
percent  phosphate  buffer,  pH  6.0,  con¬ 
stantly  swirling  the  flask  during  the 
addition.  Make  to  a  volume  of  1,000 
milliliters  with  1 -percent  phosphate 
buffer,  pH  6.0.  If  the  iodometric  method 
is  used,  accurately  weigh  30-50  mflU- 
grams  of  the  sample  to  be  tested  in  a 
50-milliliter  Erlenmeyer  flask  and  dis¬ 
solve  in  sufficient  chloroform  U.S.P.  to 
give  a  concentration  of  2.0  milligrams  per 
milliliter.  Pipette  2.0  milliliters  of  this 
solution  into  a  125-milliliter  glass- 
stoppered  Erlenmeyer  flask,  add  10 
milliliters  of  0.01  N  la  and  titrate  im¬ 
mediately  with  0.01  N  for  the 

blank  determination.  Toward  the  end 
of  the  titration  add  1  drop  of  starch 
solution  or  about  5.0  milliliters  of 
CCn«.  Continue  the  titration  by  the 
addition  of  0.01-0.02-milliliter  portions 
of  0.01  N  NaaSaOf,  shc^ng  vigorously 
after  each  addition.  The  end  point  is 
reached  when  the  blue  color  of  Ute 
starch-iodine  complex  is  disdiarged  or 


when  the  CCL  layer  becomes  colorless,  pipette  2St  milliliters  of  ttse  upper  NaOH 
Prepare  the  solution  of  inaettvated  layer  into  Sk.  l^-m1imiter  igaas-stoppaired 
penicillin  as  follows:  To  10  milliUters  of  Erlenmeyer  flask,  add  2.0^  mUlMItera  of 
the  original  chloroform  solution  add  Iff  1.2  N  HCl  and  10  miliilittxs  of  0:01  N  L. 
milliliters  of  I  17  NaOH  and  shake  well  Stopper  the  flask.  After  15  mixuites». 
Inunediately  and  5  minutes  later.  Rf-  titrate  the  excess  iodine  with  O.OI 
teen  minutes  after  the  initial  shaking,  Na«i^«. 


Units  of  hydrabamlne  p>enicilim  G  per  milligram  • 

Difference  In  titers  x  potency  of  F.  D.  A.  working  standard  In  units  per  milligram 

where  F=the  number  of  milliliters  of  0.01  N  la  absorbed  for  each  1.0  milligram  of  the  Food 
and  Drug  Administration  sodium  penicillin  O  working  standard. 


(b)  Toxicity.  Proceed  as  directed  in. 
8  141a.4,  except  use  0.5  perc^t  gum 
arable  solution  as  the  diluent  and  inject 
0.25  milliliter  of  a  suspension  containing 
4,000  units  per  milliliter. 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.26  (e). 

(d)  pH.  Proceed  as  directed  in 
8  141a.5  (b) ,  using  a  saturated  aqueous 
solution  prepared  by  adding  approxi¬ 
mately  60  milligrams  per  milliliter. 

(e)  Microscopical  test  for  crystallin¬ 
ity.  Proceed  as  directed  in  8  141a.5  (c) . 

(f)  Penicillin  G  content.  Acetirately 
weigh  a  glass  weighing  bottle  of  ap¬ 
proximately  10-milliliter  capacity  to¬ 
gether  with  its  top,  a  stirring  rod,  and  a 
medium-porosity  immersion  filter  stick. 
Transfer  to  the  weighing  bottle  approxi¬ 
mately  225  milligrams  of  the  sample  to 


be  tested  and  reweigh.  Add  1.5  milli¬ 
liters  of  pyridine  and  stir  until  solution 
is  complete.  Add  0.25  milliliter  of  N- 
ethylpiperidine  and  stir  until  precipita¬ 
tion  begins.  When  precipitation  is 
complete,  dilute  with  2.5  milliliters  of 
petroleum  ether,  stir  well,  and  allow  to 
stand  for  15  minutes.  Attach  the  filter 
stick  to  a  vacuum  line  equipped  with  a 
suitable  trap  and  withdraw  the  liquid 
from  the  precipitate.  Add  2.5  milliliters 
of  petroleum  ether  to  the  precipitate  and 
withdraw  the  liquid  from  the  pred4)i- 
tate.  Repeat  the  procedure  with  two 
more  2.5-milliliter  portions  of  petroleum 
ether.  Leave  the  stirring  rod  and  the 
filter  stick  in  the  bottle,  dry  for  30  min¬ 
utes  in  a  vacuum  desiccator,  stopper, 
and  weigh. 


Percent  of  hydrabamlne  penicillin  O 

Itdligrams  of  N-ethyl  piperidine  penicillin  precipitate  X 141 .4 
Wi^ht  of  sample  in  mllU^anae 


(g)  Absorptivity.  Accurately  weigh 
approximately  100  milligrams  of  the 
sample,  dissolve  in  absolute  methyl 
alcohol,  and  make  to  100  milliliters. 
Determine  the  absorptivity  of  the 
sample  at  the  absorption  peak  at  276 
m/(,  using  a  suitable  ultraviolet  spectro¬ 
photometer  and  1-centimeter  quartz 
cells.  Set  the  instrument  to  100-percent 
transmission  with  absolute  methyl  alco¬ 
hol.  If  a  recording  spectrophotometer 
is  used,  record  the  ultraviolet  absorp¬ 
tion  spectrum  from  240  mfi  to  300  mti. 
If  a  nonrecording  spectrophotometer  is 
used,  determine  the  absorbance  of  the 
solution  at  the  276  mu  absorptiem  peak, 
using  a  slit  width  of  0.4  millimeter  or 
less.  (The  exact  position  of  the  peak 
should  be  determined  for  the  particular 
instrument  used.)  Calculate  the  ab¬ 
sorptivity  (1%,  1  cm.)  of  the  sample  at 
the  absorption  peak  at  276  m^* 

§  141a.76  Hydrabamlne  penicillin  G  oral 
suspension. 

(a)  Potency.  Proceed  as  directed  in 
8  141a.l,  except  if  the  bioassay  method  is 
used  prepare  the  sample  as  follows:  Place 
1.0  milliliter  of  the  sample  to  be  tested  in 
a  100-milliliter  volumetric  flask  and  di¬ 
lute  to  volume  with  methanol.  By  means 


of  a  volumetric  pipette  add  a  l.O-milli- 
liter  aliquot  of  this  solution  to  a  sufficient 
volume  of  1-percent  phosphate  buffer 
pH  6.0  to  give  a  solution  having  a  con¬ 
centration  of  1  unit  per  milliliter  (con¬ 
stantly  swirling  the  flask  during  the  ad¬ 
dition).  If  the  iodometric  method  is 
used,  dilute  1.0  milliliter  of  the  sample 
with  sufficient  1-percent  phosphate  buf¬ 
fer  pH  6.0  to  produce  a  suspension 
containing  2,000  units  per  milliliter 
(estimated).  Mix  and  pipette  2.0  mil- 
liters  into  a  125 -milliliter  glass- 
stoppered  Erlenmeyer  flask.  Add  10 
milliliters  of  0.01  N  L  and  titrate  imme¬ 
diately  with  0.01  N  NaiSiOs  for  the  blank 
determination.  Dilute  a  second  1.0-mil- 
liliter  portion  of  the  sample  with  1  N 
NaOH  to  produce  a  suspension  contain¬ 
ing  2,000  units  per  milliliter  (estimated) 
and  add  approximately  half  that  amount 
of  chloroform  U.  S.  P.  Shake  immedi¬ 
ately  and  again  after  5  minutes.  Fifteen 
minutes  after  the  initial  shaking,  pipette 
2.0  milliliters  of  the  upp^r  NaOH  layer 
into  a  12S-milliliter  glass-stoppered  Erl¬ 
enmeyer  flask  and  add  2.0  milliliters  of 
1.2  H  HCl  and  10  milliliters  of  0.01  N  L 
After  15  minutes  titrate  the  excess  iodine 
with  0.01  N  Na,S,0«. 


Units  of  penlcUUn  per  mintnter  of  suspension 


Difference  In  titers  X  potency  of  F.  Dt  A  watkiixg.  standard  In  units  par  ndilt- 
gram  X  volume  of  2,000  units  per  milliliter  suspension 

FlTar 


whsrs  F=tlM  numbsr  of  mUllltters  of  0.01  M  I,  absorbed  by  1.0  milligram  of  the  Food  and 
Drug  Administration  sodium  penicillin  G  working  standard. 
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(b)  pH.  Proceed  as  directed  in 
§  I41a.5  (b) ,  using  the  undiluted  aqueous 
suspension. 

§  141a.77  Capsules  crystalline  penicillin 

G  (capsules  crystalline  penicillin  G 

potassium,  capsules  crystalline  peni¬ 
cillin  G  s<^ium). 

(a)  Potency.  Use  the  contents  of  a 
representative  number  of  capsules  (usu¬ 
ally  5  to  12)  and  proceed  as  directed  in 
$  141a.l,  except  §  141a.l(i).  and  except  if 
it  contains  a  vegetable  oil,  prepare  the 
sample  as  follows;  Place  the  capsules  in 
a  blending  jar  containing  1.0  milliliter 
of  polysorbate  80  and  sufficient  1  percent 
phosphate  buffer,  pH  6  0,  to  give  a  vol¬ 
ume  of  250  milliliters.  Using  a  high¬ 
speed  blender,  blend  for  3  to  5  minutes, 
then  add  250  milliliters  of  buffer  and 
blend  for  an  additional  minute.  Make 
further  dilutions  to  1  unit  per  milliliter 
(estimated)  with  1  percent  phosphate 
buffer,  pH  6.0.  The  average  potency  of 
capsules  crystalline  penicillin  G  is  satis¬ 
factory  if  it  is  not  less  than  85  percent 
of  the  number  of  units  per  capsule  they 
are  represented  to  contain. 

(b)  Moisture.  Use  the  contents  of  4 
capsules  and  proceed  as  directed  in 
S  141a.5  (a) ,  except  if  it  contains  a  vege¬ 
table  oil  proceed  as  directed  in 
§141a.7  (c). 

§  141a.78  Benzathine  penicillin  G  in  oil. 

(a)  Potency.  Proceed  as  directed  in 
§  141a.l.  except  paragraph  (i)  of  that 
section,  and  in  lieu  of  the  directions  in 
§  141a.l  (d)  prepare  the  sample  as  fol¬ 
lows:  Place  a  representative  quantity 
(usually  1.0  milliliter)  of  a  multiple-dose 
container,  or  the  entire  contents  of  a 
single-dose  container,  in  a  blending  jar 
containing  sufficient  dimethyl  forma- 
mide  (previously  adjusted  to  a  pH  of 
6.5 ±0.5  with  concentrated  HsSO*)  or 
redistilled  methanol  to  give  a  final  vol¬ 
ume  of  100  milliliters.  Using  a  high¬ 
speed  blender,  blend  the  mixture  for  2 
minutes  and  then  make  the  proper  esti¬ 
mated  dilutions  in  a  1.0-percent  phos¬ 
phate  buffer  at  pH  6.0.  The  potency  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  units  that 
it  is  represented  to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
§141a.47  (b). 

(c)  Moisture.  Proceed  as  directed  in 
§14la.7  (c). 

§  141a.79  Benzathine  penicillin  G  and 
procaine  penicillin  G  in  oil. 

(a)  Potency — (1)  Total  penicillin  con¬ 
tent.  Proceed  as  directed  in  §  141a.78(a) . 
The  total  potency  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented 
to  contain. 

(2)  Procaine  p  enicillin  content. 
Using  an  appropriate  dilution  of  the  so¬ 
lution  prepared  in  subparagraph  (1)  of 
this  paragraph,  proceed  as  directed  in 
§  141a.32  (b)  (3).  The  procaine  peni¬ 
cillin  content  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented 
to  contain. 

(3)  Benzathine  penicillin  O  content. 
The  benzathine  penicillin  G  content  is 
the  difference  between  the  total  penicil- 
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lin  content  as  determined  in  subpara¬ 
graph  (1)  of  this  paragraph  and  the 
procaine  penicillin  content  as  deter¬ 
mined  in  subparagraph  (2)  of  this  para¬ 
graph.  The  benzathine  penicillin  G 
content  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
units  that  it  is  represented  to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
§  141a.47  (b). 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.7  (c). 

§  141a.80  Benzathine  penicillin  (^pro¬ 
caine  penicillin  G-streptomycin  in 
oil;  benzathine  penicillin  (^procaine 
penicillin  (^ihydrostreptomycin  in 
oil  veterinary. 

(a)  Potency — (1)  Total  penicillin 
content.  Proceed  as  directed  in  §  141a.79 
(a)  (1).  The  total  penicillin  content  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  units  per 
milliliter  that  it  is  represented  to 
contain. 

(2)  Procaine  penicillin  content.  Pro¬ 
ceed  as  directed  in  §  141a.79  (a)  (2). 
The  procaine  penicillin  content  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  units  per  milli¬ 
liter  that  it  is  represented  to  contain. 

(3)  Benzathine  penicillin  G  content. 
Proceed  as  directed  in  §  141a.79  (a)  (3). 
The  benzathine  penicillin  G  content  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  niunber  of  units  per 
milliliter  that  it  is  represented  to  con¬ 
tain. 

(4)  Streptomycin  content.  Using  a 
representative  quantity  (usually  1.0  mil¬ 
liliter)  of  a  multiple-dose  container,  m: 
the  entire  contents  of  a  single-dose  con¬ 
tainer.  proceed  as  directed  in  §  141a.35 
(a)  (2).  The  streptomycin  content  is 
satisfactory  if  it  contains  not'  less  than 
85  percent  of  the  number  of  milligrams 
per  milliliter  that  it  is  represented  to 
contain. 

(5)  Dihydrostreptomycin  content. 
Using  a  representative  quantity  (usually 
1.0  milliliter)  of  a  multiple-dose  con¬ 
tainer,  or  the  entire  contents  of  a  single¬ 
dose  container,  proceed  as  directed  in 
§  141a.35  (a)  (3) .  The  dihydrostrepto¬ 
mycin  content  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 


number  of  nfilUgrams  per  milliliter  that 
it  is  represented  to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
§  141a.47  (b). 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.7  (c). 

§  141a.81  Penicillin  V  (phenoxymethyl 
penicillin). 

(a)  Potency.  Using  the  penicillin  V 
working  standard  as  the  standard  of 
comparison,  proceed  as  directed  in 
S  141a.l,  except  prepare  the  sample  as 
follows:  Dissolve  a  weighed  quantity  of 
the  sample  (approximately  30  milli¬ 
grams)  in  2.0  milliliters  of  redistilled 
methanol.  Further  dilute  this  solution 
with  sufficient  1  percent  phosphate 
buffer,  pH  6.0,  to  give  a  concentration  of 
2,000  units  per  milliliters  (estimated)  if 
the  lodometric  assay  method  is  used,  or 
1.0  unit  per  milliliter  (estimated)  if  the 
bioassay  method  is  used. 

(b)  Toxicity.  Proceed  as  directed  in 
§  141a.4,  except  use  ph3^ologlcal  salt  so¬ 
lution  as  the  diluent,  and  inject  0.5  milli¬ 
liter  of  a  solution  containing  2,000  units 
per  milliliter. 

(c)  Moisture.  Proceed  as  directed  in 
§14la.26(e). 

(d)  pH.  Proceed  as  directed  in 
§  141a.5  (b) .  using  a  saturated  aqueous 
solution  prepared  by  adding  5  milligrams 
per  milliliter. 

(e)  Microscopical  test  for  crystallinity. 
Proceed  as  directed  in  S  141a.5  (c) . 

(f)  Penicillin  V  content.  Accurately 
weigh  approximately  50  milligrams  of 
the  sample,  dissolve  in  absolute  meth¬ 
anol,  and  make  to  100  milliliters  with 
absolute  methanoL  Determine  the  ab¬ 
sorbance  of  the  sample  at  the  absorption 
peak  at  276  m/i,  using  a  suitable  ultra¬ 
violet  spectrophotometer  and  quartz 
cells.  Set  the  instrument  to  100-percent 
transmission  with  absolue  methanol.  If 
a  recording  spectrophotometer  is  used, 
record  the  ultraviolet  absorption  spec¬ 
trum  from  240-290  m/t.  If  a  nonrecord¬ 
ing  spectrophotometer  is  used,  determine 
the  absorbance  (or  a  solution  containing 
20  milligrams  per  100  milliliters)  at  the 
276  m;t(  absorption  peak,  using  a  slit 
width  of  0.5  millimeter  or  less.  (The 
exact  position  of  the  peak  should 
determined  for  the  particular  instrument 
used.) 


Percent  penicillin  V— 


Absorbance  at  276  m^X  lOO.OiX) 


MiUlgrams  of  sample  (per  100  milliliters)  XOp,’ 

where: 

a„,=the  absorptivity  (1%,  1  cm.)  of  the  penicillin  V  working  standard  similarly  treated. 


§  141a.82  Penicillin  V  for  oral  suspen¬ 
sion  (phenoxymethyl  penicillin  Y 
for  or^  suspension). 

(a)  Potency.  Using  the  penicOlin  V 
working  standard  as  the  standard  of 
comparison,  proceed  as  directed  in 
S  141a.48(a) ,  except  prepare  the  sample 
as  follows:  Reconstitute  the  product  as 
directed  in  the  labeling,  remove  a  suit¬ 
able  representative  aliquot,  and  dilute 
with  sufOcient  1  percent  phosphate  buf¬ 
fer,  pH  6.0,  to  give  a  concentration  of 
2,000  units  per  milliliter  (estimated)  if 
the  iodometric  assay  method  is  used,  or 
1.0  unit  per  milliliter  (estimated)  if  the 
bioassay  method  is  used.  Its  potency  is 


satisfactory  if  it  contains  not  less  than 
85  percent  of  the  numbo:  of  units  that 
it  is  r^resented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  I41a.26(e). 

§  141a.83  Benzathine  penicillin  V  (hen- 
zathine  penicillin  V  salt). 

(a)  Potency.  Proceed  as  directed  in 
8  141a.47(a),  except  use  the  penicillin  V 
working  standard  as  the  standard  of 
comparison. 

(b)  Sterility,  Proceed  as  directed  in 
8  141a.2,  ^cept  prior  to  sterilization  and 
0.5  milliliter  of  polysorbate  80  to  each 
tube  of  thioglycolate  and  Sabouraud's 
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medium,  and  after  sterilization  add  suf¬ 
ficient  penicillinase  to  each  tube  of  media 
to  completely  inactivate  the  penicillin 
used  in  the  test.  During  the  period  of  in¬ 
cubation,  shake  the  tubes  at  least  once 
daily. 

vc)  Pyrogens.  Proceed  af  directed 
in  S  141a.3,  except  use  sodium  chloride 
solution  as  the  diluent  and  inject  0.5 
milliliter  per  kilogram  of  rabbit  of  a 
suspension  containing  4,000  units  per 
milliliter. 

(d)  Toxicity.  Proceed  as  directed 
in  §  141a.4,  except  use  sodium  chloride 
solution  as  the  diluent  and  inject  0.25 


(a)  Potency — (1)  Total  penicillin  con¬ 
tent.  Accurately  weigh  6  tablets  and 
grind  them  to  a  fine  powder.  Assay  this 
powder  by  the  iodometric  method  de¬ 
scribed  in  §  141a.5(d)  (1),  except  in  pre¬ 
paring  the  blank  solution  accurately 
weigh  a  portion  of  the  powder  equivalent 
to  approximately  200,000  units  of  peni¬ 
cillin  and  make  a  suspension  in  1 -percent 
phosphate  buffer,  pH  6.0,  with  a  volume 
of  100  milliliters.  Shake  well,  pipette  2.0 
milliliters  into  a  125-milliliter  glass- 
stoppered  Erlenmeyer  fiask,  add  10.0 
milliliters  of  0.01  N  iodine  and  immedi¬ 
ately  titrate  with  0.01  N  NAiS^O,.  In 
preparing  the  solution  for  inactivation, 
accurately  weigh  a  portion  of  the  powder 
equivalent  to  200,000  units  of  penicillin 
and  place  in  a  100-milliliter  volumetric 
fiask.  Add  20  milliliters  of  0.5  N  NaOH 
and  mix  well.  Allow  to  stand  for  15 
minutes,  then  add  10  milliliters  of  1.2 
N  HCl,  and  make  to  volume  with  dis¬ 
tilled  water.  Pipette  a  2.0-milliliter  ali¬ 
quot  into  a  125-milliliter  glass-stoppered 
Erlenmeyer  fiask  and  add  10.0  milliliters 
of  0.01  N  iodine.  Allow  to  stand  for  15 
minutes  and  then  titrate  the  excess 
iodine  with  0.01  IV  NaJ3X)«.  Penicillin  G 
is  used  as  the  standard  of  comparison. 


The  penicillin  V  content  is  satisfactory 
if  it  is  not  less  than  85  percent  of  that 
which  it  is  represented  to  contain. 

(3)  Penicillin  G  content.  The  peni¬ 
cillin  G  content  of  the  batch  is  the  dif¬ 
ference  between  the  total  penicillins 
determined  by  the  method  described  in 
subparagraph  (1)  of  this  paragraph  and 
the  penicillin  V  content  determined  by 
the  method  described  in  subparagraph 
(2)  of  this  paragraph.  The  penicillin  G 
content  is  satisfactory  if  it  is  not  less 
than  85  percent  of  that  which  it  is 
represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.26  (e). 


milliliter  of  a  suspension  containing 
4,000  units  per  milliliter. 

(e)  Moisture.  Proceed  as  directed  in 
S  14la.26(e). 

(f)  pH.  Proceed  as  directed  in 
§141a.5(b),  usii^  a  saturated  aqueous 
solution  prepared  by  adding  5  milligrams 
per  milliliter. 

(g)  Microscopical  test  for  crystallinity. 
Proceed  as  directed  in  S.141a.5(c). 

(h)  Penicillin  V  content.  Using  the 
spectrophotometric  method,  proceed  as 
directed  in  S  141a.81(f),  except  that  the 
calculations  are  as  follows: 


The  total  penicillin  content  is  satisfac¬ 
tory  if  it  is  not  less  than  85  percent  of 
that  which  it  is  represented  to  contain. 

(2)  Penicillin  V  content.  Place  in  a 
125-milliliter  separatory  funnel  an  ac¬ 
curately  weighed  quantity  of  finely 
ground  tablet  powder  equivalent  to  ap¬ 
proximately  20  milligrams  (33,900  units) 
of  penicillin  V.  Add  50.0  milliliters  of 
spectrophotometric  grade  chloroform 
and  1  milliliter  of  1 :4  H3PO4.  Shake  well 
for  2  minutes.  Allow  the  layers  to  sep¬ 
arate,  filter  the  lower  chloroform  layer 
through  a  cotton  pledget,  and  collect  the 
clear  chloroform  solution.  Determine 
the  absorbance  of  the  chloroform  solu¬ 
tion  at  the  absorption  peak  at  276  mu, 
using  a  suitable  ultraviolet  spectropho¬ 
tometer  and  1-centimeter  quartz  cells. 
Set  the  instrument  to  100-percent  trans¬ 
mission  with  chloroform.  If  a  recording 
spectrophotometer  is  used,  record  the 
ultraviolet  absorption  spectrum  from 
250-290  m/i.  If  a  nonrecording  spectro¬ 
photometer  is  used,  the  original  sample 
used  should  be  equivalent  to  approxi¬ 
mately  10  milligrams  of  penicillin  V. 
Determine  the  absorbance  of  the  solution 
at  the  276  m/i  absorption  peak.  (The 
exact  position  of  the  peak  should  be  de¬ 
termined  for  the  particular  instrument 
used.)  Calculate  the  amount  of  peni¬ 
cillin  V  per  tablet  as  follows: 


(c)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c). 

§  141a.85  Capsules  penicUlin  V. 

(a)  Potency.  Using  the  pencillin  V 
working  standard  as  the  standard  of 
comparison,  proceed  as  directed  in 
§  141a.l,  except  prepare  the  sample  as 
follows:  Dissolve  the  contents  of  a  rep¬ 
resentative  number  of  capsules  (usually 
5  to  12)  in  sufBcient  redistilled  methanol 
to  give  a  coiicentration  of  not  more  than 
50,000  units  per  milliliter,  and  further 
dilute  with  sufficient  phosphate  buffer, 
pH  6.0,  to  give  a  concentration  of  2,000 
units  per  milliliter  (estimated)  if  the 


iodometric  chemical  assay  is  used,  or  1.0 
imit  per  milliliter  (estimated)  if  the 
bioassay  method  is  used.  The  average 
potency  of  capsules  penicillin  V  is  satis¬ 
factory  if  it  is  not  less  than  85  percent 
of  the  number  of  units  per  capsule  that 
it  is  represented  to  contain. 

(b)  Moisture.  Use  the  contents  of  4 
capsules  and  proceed  as  directed  in 
§  141a.26  (e). 

§  141a.86  Procaine  penicillin-streptomy- 
cin-polymyxin  in  oil;  procaine  peni. 
cillin>dihydrostreptoniycin  -  polymyx  - 
in  in  oil;  procaine  penicillin-strep- 
tomycin-polymyxin  ointment ;  pro¬ 
caine  penicillin-dihydrostreptomycin- 
polymyxin  ointment. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.8(a).  Its 
content  of  penicillin  is  satisfactory  if 
it  contains  not  less  than  85  percent  of 
the  number  of  units  per  milliliter  or  per 
gram  that  it  is  represented  to  contain. 

(2)  Streptomycin  content.  Proceed 
as  directed  in  S  141b.l29  (a)  (1)  of  this 
chapter,  except  inactivate  the  penicil¬ 
lin  in  the  combined  extractives  with  suf¬ 
ficient  penicillinase  at  37*  C.  for  30 
minutes.  Its  content  of  streptomycin 
is  satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  milliliter  or  per  gram  that  it  is  repre¬ 
sented  to  contain. 

(3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (2) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  a 
standard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  per  milliliter  or  per 
gram  that  it  is  represented  to  contain. 

(4)  Polymyxin  content.  Proceed  as 
directed  in  §  141b.ll2  (b)  (1)  of  this 
chapter,  with  the  following  exceptions: 

(i)  In  lieu  of  the  directions  for  the 
preparation  of  the  sample  described  in 
§  141b.ll2  (b)  (1)  (vli)  of  this  chapter, 
prepare  the  sample  by  one  of  the  follow¬ 
ing  techniques: 

(a)  Extraction.  Place  a  convenient¬ 
sized  representative  quantity  of  the  sam¬ 
ple  in  a  separatory  funnel  containing 
approximately  50  milliliters  of  peroxide- 
free  ether.  Shake  the  sample  and  ether 
until  homogeneous.  Add  25  milliliters  of 
10-percent  potassium  phosphate  buffer 
(pH  6.0)  and  shake.  Remove  the  buffer 
layer  and  repeat  the  extraction  with  25- 
milliliter  portions  of  buffer  at  lesist  three 
times  and  any  additional  times  that  may 
be  necessary  to  insure  complete  extrac¬ 
tion  of  the  antibiotic.  Combine  the  ex¬ 
tractives.  Inactivate  the  penicillin  with 
sufficient  penicillinase  at  37*  C.  for  30 
minutes.  Make  the  proper  estimated 
dilutions  in  10-percent  potassium  phos¬ 
phate  buffer  (pH  6.0)  to  give  a  concen¬ 
tration  of  10  units  per  milliliter  (esti¬ 
mated)  . 

(b)  Blending.  Place  a  convenient¬ 
sized  representative  quantity  of  the 
sample  in  a  blending  Jar  containing  1.0 
milliliter  of  polysorbate  80  and  sufficient 
1-percent  phosphate  buffer  (pH  6.0)  to 
give  a  final  volume  of  200  milliliters.  If 
the  sample  consists  of  substantially  more 
than  1  gram,  use  sufficient  buffer  to  give 
a  final  volume  of  500  milliliters.  If  the 


^  „  Absorbance  at  276  m/uX  100,000X100 

Percent  benzathine  penicillin  V=— — - - - ; — - — — — . . . . — - ssrs-* 

Milligrams  of  sample  (In  100  milliliters)  xa„,X 69.2 

where: 

a,,  =  absorptivity  (1%,  1  cm.)  of  the  penicillin  V  working  standard  similarly  treated. 
69J2=  percentage  of  penicillin  V  in  pure  benzathine  penicillin  V. 


§  141a.84  Tablets  benzathine  penicillin 
G  and  penicillin  V. 


Penicillin  V  units  per  tablet = 


Absorbance  at  276  nuiX  average  weight 
of  each  tablet  x  1,695,000 


Weight  of  powder  taken  x  2  X  a„( 

where: 

asa=absorptlvity  (1%,  1  cm.)  of  penicillin  V  working  standard  in  chloroform,  similarly 
treated. 
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concentration  of  polymyxin  In  the  blend 
is  less  than  200  units  per  milliliter,  10- 
percent  phosphate  buffer  (pH  6.0)  should 
be  used  in  lieu  of  1-percent  phosphate 
buffer  (pH  6.0).  Using  a  high-speed 
blender,  blend  the  mixture  for  2  minutes. 
Inactivate  the  penicillin  with  sufficient 
penicillinase  at  37°  C.  for  30  minutes  and 
make  the  proper  estimated  dilutions  in 
10-percent  phosphate  buffer  (pH  6.0)  to 
give  a  concentration  of  10  units  per 
milliliter  (estimated). 

(ii)  The  standard  curve  is  prepared  in 
the  following  concentrations:  6.4,  8.0, 
10.0,  12.5,  and  15.6  units  per  milliliter 
in  10-percent  potassium  phosphate  buf¬ 
fer,  pH  6.0.  The  10  units  per  milliliter 
concentration  is  used  as  the  reference 
point.  Its  content  of  polimiyxin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  units  per  milli¬ 
liter  or  per  gram  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
S141a.8  (b). 

§  141a.87  Benzathine  penicillin  V  oral 
suspension;  benzathine  penicillin  V 
for  oral  suspension. 

(a)  Potency.  Use  as  the  sample  for 
assay  a  representative  aliquot  of  the 
oral  suspension;  or  if  it  is  a  dry  mix¬ 
ture  of  the  drug,  use  a  representative 
aliquot  of  the  drug  reconstituted  as 
directed  in  the  labeling  and  proceed  as 
directed  in  §  141a.47(a>,  except  use  the 
penicillin  V  working  standard  as  the 
standard  of  comparison.  Its  potency  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  units  that 
it  is  represented  to  contain. 

(b)  vH.  Proceed  as  directed  in 
§  141a.5  (b) ,  using  the  undiluted  aqueous 
suspension  or  the  suspension  prepared  as 
directed  in  the  labeling  of  the  drug. 

(c)  Moisture  (.if  it  is  the  dry  mixture 
of  the  drug).  Proceed  as  directed  in 
S141a.26  (e). 

§  141a.88  Benzathine  penicillin  G  in 
streptomycin  sulfate  solution;  ben¬ 
zathine  penicillin  G  in  dihydrostrep¬ 
tomycin  sulfate  solution  veterinary 
(berizathine  penicillin  G  in  crystal¬ 
line  dihydrostreptomycin  sulfate  so¬ 
lution  veterinary) ;  potency,  sterility, 
toxicity,-  pyrogens,  pH. 

Proceed  as  directed  in  §  141a.68  (a), 
(b) ,  and  (d) . 

§  141a.89  Procaine  penicillin-neomycin- 
polymyxin  in  oil ;  procaine  penicillin- 
neoniycin-polymyxin  ointment. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.8(a).  Its 
content  of  penicillin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  per  milliliter  or  per 
gram  that  it  is  represented  to  contain. 

(2)  'Neomycin  content.  Proceed  as 
directed  in  S  141e.411  (a)  (2)  of  this 
chapter,  except  that  sufficient  penicil¬ 
linase  is  added  to  the  sample  under  test 
to  inactivate  the  penicillin.  Its  content 
of  neomycin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number  of 
ndlligrams  per  milliliter  or  per  gram  that 
it  is  represented  to  contain. 

(3)  Polymyxin  content.  Proceed  as 
directed  in  §  141a.86(a)  (4) ,  except  cal¬ 
culate  from  the  quantity  of  neomycin 
found  (using  the  method  prescribed  in 


subparagraph  (2)  of  this  paragrai^)  the 
quantity  of  neomycin  that  would  be 
present  when  the  sample  is  diluted  to 
(xmtain  10  units  of  polsmiyxin  (labded 
potency)  per  milliliter,  and  prepare  the 
polymyxin  standard  curve  by  adding  the 
calculated  quantity  of  neomycin  to  each 
ccmcentration  of  pohmiyxin  used  for  the 
curve.  Use  the  standard  ciurve  to  cal¬ 
culate  the  polinmirxin  content  of  the 
sample.  Its  content  of  polsrmsrxin  is 
satisfactory  if  it  contains  not  less  than 
86  percent  of  the  niunber  of  units  per 
milliliter  or  gram  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S141a.8  (b). 

§  141a.90  Crystalline  penicillin-strepto¬ 
mycin  -  polymyxin  -  oxytetracycUne- 
carbomycin  powder  veterinary;  crys¬ 
talline  penicillin-dihydrostreptomy- 
cin-polymyxin-oxytetracycline  -  carbo- 
niycin  powder  veterinai*y. 

(a)  Potency — (1)  Penicillin  content. 
Wash  the  contents  of  one  immediate 
container  of  the  sample « into  a  100- 
milliliter  volumetric  flask  with  approxi¬ 
mately  70  milliliters  of  absolute 
methanol.  Shake  the  mixture  for  1 
minute,  dilute  to  100  milliliters  with  abso¬ 
lute  methanol,  and  mix  thoroughly. 
Centrifuge  a  portion  of  this  mixture  to 
obtain  a  clear  methanol  solution.  Dilute 
an  aliquot  of  the  clear  solution  with  suf¬ 
ficient  1.0-percent  phosphate  buffer,  pH 
6.0,  to  obtain  a  concentration  of  1.0  unit 
per  milliliter  (estimated)  and  proceed  as 
directed  in  §  141a.l.  Its  content  of  peni¬ 
cillin  is  satisfactory  if  it  contains  not  less 
than  85  percent  of  the  number  of  units 
that  it  is  represented  to  contain. 

(2)  OxytetracycUne  content.  To  an 
aliquot  of  the  clear  methanol  solution 
prepared  as  directed  in  subparagraph 
(1)  of  this  paragraph,  add  sufficient 
penicillinase  to  completdiy  inactivate 
the  penicillin  and  then  dilute  with  suf¬ 
ficient  0.1  M  monopotassium  phosphate 
buffer,  pH  4.5,  to  obtain  a  concentration 
of  0.24  microgram  per  milliliter  (esti¬ 
mated)  and  proceed  as  directed  in 
§  141C.218  (a)  of  this  chapter,  except 
use  the  ox3rtetracycline  working  stand¬ 
ard  (obtained  from  the  U.  S.  P.  Refer¬ 
ence  Stemdards  Committee,  46  Park 
Avenue,  New  York  16,  N.  Y.)  as  the 
standard  of  comparison.  Its  content  of 
oxsrtetracycline  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
niltnber  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(3)  Carbomycin  content.  To  an  idi- 
quot  of  the  clear  methanol  solution 
prepared  as  directed  in  subi)aragraph 
(1)  of  this  paragraph,  add  sufficient 
penicillinase'  to  completely  inactivate  the 
penicillin  and  then  dilute  with  sufficient 
0.1  M  potassium  phosphate  buffer.  pH 
8.0,  to  obtain  a  concentration  of  1.0 
microgram  per  milliliter  (estimated) 
and  proceed  as  directed  in  paragraph 
(d)  (1)  of  this  section.  Its  content  of 
carbomycin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milligrams  that  it  is  represented  to 
contain. 

(4)  Streptomycin  content.  Using  10 
milliliters  of  a  freshly  prepared  2-percent 
solution  of  anhydrous  trichloroacetic 
acid  in  acetone,  wash  the  contents  of  an 


immediate  container  of  the  sample  into 
an  extraction  funnel  prepared  by  fusing 
a  ground-glass  j(^t  to  the  top  of  a 
medium  poroi^ty  sintered-glass  funnel 
(30  millimeters  diameter).  Shake  the 
mixture  for  1  minute  and  draw  off  the 
liquid  under  vacuum.  Repeat  the  ex¬ 
traction  wiUi  four  10-milliliter  pcnrtions 
of  a  2-percent  solution  of  trichloroacetic 
acid  in  acetone  and  discard  the  filtrates. 
Wash  the  residue  in  the  funnel  with  five 
10-milliliter  portions  of  0.1  M  potassium 
phosphate  buffer  (pH  8.0) ,  withdrawing 
the  washings  with  vacumn.  Collect  and 
ccnnbine  the  washings  and  dilute  them 
to  50  milliliters  with  0.1  M  potassium 
phosphate  buffer,  pH  8.0.  Proceed  as 
directed  in  §  141b.l01  (a)  to  (i)  of  this 
chapter.  Its  content  of  streptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(5)  Dihydrostreptomycin  content. 
Using  the  dfiiydrostreptcnnycin  workhig 
standard  as  the  standard  of  comparison, 
proceed  as  directed  in  subparagraph  (4) 
of  this  paragraph.  Its  content  of  dihy¬ 
drostreptomycin  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(6)  Polymyxin  content.  Dilute  an  ali¬ 
quot  of  the  buffer  washings  prepared  as 
directed  in  subparagraph  (4)  of  this 
paragraph  with  sufficient  10-percent  po- 
tassiuqci  phosphate  buffer,  pH  6.0,  to 
obtain  a  concentration  of  10  units  per 
milliliter  (estimated).  Proceed  as  di¬ 
rected  in  §  141b.ll2  (b)  (1)  of  this  chap¬ 
ter.  Its  content  of  polinnyxin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  units  that  it 
is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.5  (a)  of  this  chapter. 

(c)  OxytetracycUne  used  in  making 
the  powder — (1)  Potency.  Dilute  the 
sample  to  be  tested  with  sufficient  0.1 
N  HCl  to  give  an  appropriate  stock  solu¬ 
tion.  Further  dilute  with  sufficient  0.1 
M  monopotassium  phosphate  buffer,  pH 
4.5,  to  obtain  a  concentration  of  0.24 
microgram  per  milliliter,  and  proceed 
as  directed  in  i  141c.201  (a)  (8)  of  this 
chapter,  using  the  OxytetracycUne  work¬ 
ing  standard  as  the  standard  of  com¬ 
parison,  except: 

(1)  Prepare  the  standard  stock  solu¬ 
tion  by  dissolving  an  appropriate  amount 
of  the  working  standard  in  sufficient  0.1 
N  HCl  to  give  a  concentration  of  1,000 
micrograms  per  milliliter.  This  solution 
may  be  kept  in  the  refrigerator  for  1 
week.  Do  not  freeze. 

(ii)  To  prepare  solutions  for  the 
standard  curve,  make  further  dilution 
of  the  stock  solution  with  0.1  M  mono¬ 
potassium  phosphate  buffer,  pH  4.5,  to 
obtain  concentrations  of  0.148,  0.188, 
0.240,  0.308,  and  0.400  microgram  per 
milliUter. 

(2)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a). 

(3)  Toxicity.  Proceed  as  directed  in 
§  141B.4,  using  as  a  test  dose  0.5  milU- 
Uter  of  an  aqueous  solution  containing 
2.0  miHigrams  per  milliUter,  prepared 
by  dissolving  40  milligrams  (as  the  anhy¬ 
drous  compound)  in  2.0  mllliUters  of  0.1 
N  HCl  (if  it  is  the  base)  and  dUuting 
with  the  required  amount  of  water. 
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(4)  pH.  Proceed  as  directed  In 
1 141a.5  (b) .  using  an  aqueous  solution 
containing  10  milligrams  per  milliliter. 

(5)  Crystallinity.  Proceed  as  directed 
in  i  141a.5  (c) . 

(d)  Carbomycin  used  in  making  the 
powder — (1)  Potency — (i)  Plate  assay — 
la)  Cylinders  (cups) .  Use  cylinders  de¬ 
scribed  under  i  141a.l  (a) 

(b)  Culture  media.  Prepare  the  cul¬ 
ture  media  for  the  base  and  seed  layers 
and  for  carrying  the  test  organism  as 
directed  in  S  141a.l  (b)  (1),  except  for 
the  base  and  seed  layers  adjust  the  media 
to  pH  8.0  after  sterilization.  Make  the 
nutrient  broth  for  preparing  an  inoc¬ 
ulum  of  the  test  organism  as  directed  in 
S  141a.l  (b)  (3). 

(c)  Working  standard.  Keep  the 
working  standard  at  refrigeration  in 
tightly  stoppered  vials,  which  in  turn  are 
kept  in  larger  stoppered  vials  containing 
a  suitable  desiccant.  Dry  approximately 
50  milligrams  of  the  standard  as  de¬ 
scribed  in  S  141a.S  (a).  Dissolve  the 
weight  of  dry  working  standard  in  suffi¬ 
cient  methyl  alcohol  to  give  a  concentra¬ 
tion  of  10,000  micrograms  per  milliliter. 
Further  dilute  with  sterile  distilled  water 
to  give  a  stock  solution  of  100  micro¬ 
grams  per  milliliter.  This  stock  solution 
may  be  kept  under  refrigeration  for  1 
week.  Make  daily  dilutions  to  a  concen¬ 
tration  of  1  microgram  per  milliliter 
using  0.1  M  potassium  phosphate  buffer, 
pH  8.0. 

(d)  Preparation  of  sample.  Prepare 
the  sample  to  be  test^  by  dissolving  in  a 
small  amount  of  methyl  alcohol  and  then 
further  dilute  in  0.1  M  phosphate  buffer, 
pH  8.0,  to  make  an  appropriate  stock 
solutipn. 

(c)  Preparation  of  suspension.  Pro¬ 
ceed  as  directed  in  §  141d.301  (a)  (5)  of 
this  chapter,  except  add  0.2  milliliter  of 
the  adjusted  bulk  suspension  to  100  mil¬ 
liliters  of  agar  that  has  been  melted  and 
cooled  to  48*  C. 

(/)  Preparation  of  plates.  Proceed  as 
directed  in  §  141d.301  (a)  (6)  of  this 
chapter. 

(g)  Assay.  Place  six  cylinders  on  the 
inoculated  agar  surface  so  that  they  are 
at  approximately  60*  intervals  on  a  2.8- 
centimeter  radius.  Use  three  plates  for 
each  sample.  Fill  three  cylinders  on 
each  plate  with  the  1.0  microgram  per 
milliliter  standard  and  three  cylinders 
with  the  sample  diluted  to  1.0  microgram 
per  milliliter  (estimated)  in  0.1  M  potas¬ 
sium  phosphate  buffer,  pH  8.0,  alter¬ 
nating  standard  and  sample.  At  the 
same  time,  prepare  a  standard  curve, 
using  concentrations  of  the  standard  of 
0.64,  0.80,  1.0,  1.25,  and  1.56  micrograms 
per  milliliter.  Use  three  plates  for  the 
determination  of  each  concentration  on 
the  curve  except  the  1.0  microgram  per 
milliliter  concentration,  a  total  of  12 
plates.  The  1.0  microgram  per  milliliter 
concentration  is  the  reference  point  of 
the  curve.  On  each  of  three  plates  fill 
three  cylinders  with  the  1.0  microgram 
per  milliliter  standard  and  the  other 
three  cylinders  with  the  concentration  of 
the  standard  imder  test.  Thus  there  will 
be  36  of  the  1.0  microgram  determina¬ 
tions  and  nine  determinations  for  each  of 


the  other  points  on  the  curve.  Incubate 
the  plates  for  16  to  18  hours  at  32*  C.  to 
35*  C.  and  measure  the  diameters  of  the 
circles  of  inhibition.  Average  the  read¬ 
ings  of  the  1.0  microgram  per  milliliter 
concentrations  and  the  readings  of  the 
concentration  tested  for  each  set  of 
three  plates  and  average  also  all  36  read¬ 
ings  of  the  1.0  microgram  per  milliliter 
concentration.  The  average  of  the  36 
readings  of  the  1.0  microgram  per  milli¬ 
liter  concentration  is  the  correction  point 
for  the  curve.  Correct  the  average  value 
obtained  for  each  concentration  to  the 
figure  it  would  be  if  the  average  1.0  mi¬ 
crogram  per  milliliter  reading  for  that  set 
of  three  plates  were  the  same  as  the  cor¬ 
rection  point.  Thus,  if  in  correction  of 
the  0.8  microgram  concentration  the 
average  of  the  36  readings  of  the  1.0  mi¬ 
crogram  concentration  is  20.0  millimeters 
and  the  average  of  the  1.0  microgram 
concentration  of  this  set  of  three  plates 
is  19.8  millimeters,  the  correction  is  +0.2 
millimeter. 

If  the  average  reading  of  the  0.8  micro- 
gram  concentration  of  these  same  three 
plates  is  19.0  millimeters,  the  corrected 
value  is  19.2  millimeters.  Plot  these  cor¬ 
rected  values,  including  the  average  of 
the  1.0  microgram  per  milliliter  concen¬ 
tration,  on  two-cycle  semilogarithmlc 
paper  using  the  concentration  m  micro¬ 
grams  per  milliliter  as  the  ordinate  (the 
logarithmic  scale)  and  the  diameter  of 
the  zone  of  inhibition  as  the  abscissa. 
Draw  Che  standard  curve  through  these 
points.  To  estimate  the  potency  of  the 
sample,  average  the  zone  readings  of  the 
standard  and  the  zone  readings  of  the 
sample  on  the  three  plates  used.  If  the 
sample  gives  a  larger  zone  size  than  the 
average  of  the  standard,  add  the  differ¬ 
ence  between  them  to  the  1.0  microgram 
per  milliliter  unit  zone  on  the  standard 
curve.  If  the  average  value  Is  lower 
than  the  standard  value,  subtract  the 
difference  between  them  from  the  1.0 
microgram  per  milliliter  unit  value  on 
the  curve.  Prom  the  curves  read  the 
potencies  corresponding  to  these  cor¬ 
rected  values  of  zone  sizes. 

(2)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a). 

(3)  Toxicity.  Proceed  as  directed  in 
8  141a.4.  using  as  a  test  dose  0.5  milliliter 
of  a  solution  containing  2  milligrams  per 
milliliter. 


(4)  pH.  Using  an  aqueous  solution 
containing  10  milligrams  per  milliliter, 
proceed  as  directed  in  8  141a.5  (b). 

(5)  Crystallinity.  Proceed  as  directed 
in  8  141a.5  (c) . 

§  141a.91  Hydrabamine  penicillin  V 
(penicillin  V  hydrabamine  salt). 

(a)  Potency.  Using  the  penicillin  V 
working  standard  as  the  standard  of 
comparison,  proceed  as  directed  in 
§  141a.75. 

(b)  Toxicity.  Proceed  as  directed  in 
8  141a.4.  except  use  0.5  percent  gum  ara¬ 
ble  solution  as  the  diluent  and  inject  0.25 
milliliter  of  a  suspension  containing 
4,000  units  per  milliliter. 

(C)  Moisture.  Proceed  as  directed  in 
8  141a.26  (e). 

(d)  pH.  Proceed  as  directed  in 
8  141a.5  (b) ,  using  a  saturated  aqueous 
solution  prepared  by  adding  approxi¬ 
mately  5  milligrams  per  milliliter. 

(e)  Microscopical  test  for  crystallinity 
Proceed  as  directed  in  8  141a. 5  (c) . 

(f)  Hydrabamine  absorptivity.  Place 
in  a  125-milliliter  separatory  funnel  an 
accurately  weighed  sample  of  approxi¬ 
mately  100  milligrams.  Add  20.0  milli¬ 
liters  of  spectrophotometric  grade  chlo¬ 
roform  and  20.0  milliliters  of  0.5  N 
NaOH.  Shake  well  for  1  minute.  Al¬ 
low  the  layers  to  separate,  filter  the 
lower  chloroform  layer  through  a  cotton 
pledget,  and  collect  the  clear  chloroform 
solution.  Save  the  upper  alkaline  layer. 
Dilute  5.0  milliliters  of  the  clear  chloro¬ 
form  filtrate  to  25.0  milliliters  with 
spectrophotometric  grade  chloroform. 
Determine  the  absorbance  of  this  chloro¬ 
form  solution  at  the  absorption  peak  at 
276  m//.  using  a  suitable  ultraviolet  spec¬ 
trophotometer  and  quartz  cells.  Set  the 
instrument  to  100-percent  transmission 
with  chloroform.  If  a  recording  spec¬ 
trophotometer  is  used,  record  the  ultra¬ 
violet  absorption  spectrum  from  250-290 
van.  If  a  nonrecording  spectrop''  ''tome- 
ter  is  used,  5.0  milliliters  of  the  chloro¬ 
form  filtrate  should  be  diluted  to  50. C 
milliliters  with  chloroform.  Determine 
the  absorbance  of  the  solution  at  the  276 
van  absorption  peak,  using  a  slit  width 
of  0.5  millimeter  or  less.  (The  exact 
position  of  the  peak  should  be  determined 
for  the*  particular  instrument  used.) 
Calculate  the  hydrabamine  absorptivity 
(1%,  1  cm.)  as  follows: 


Absorbance  at  276  mn 

Absorptivity  =  Qrams  of  sample  per  100  milliliters* 


(g)  Penicillin  V  content.  Dilute  5.0 
milliliters  of  the  alkaline  layer  described 
in  paragraph  (f)  of  this  section  to  25.0 
milliliters  with  distilled  water.  Deter¬ 
mine  the  absorbance  of  the  sample  at  the 
absorption  peak  at  276  van,  using  0.1  N 
NaOH  to  set  the  instrument  to  100-per- 
cent  transmission.  If  a  recording  spec¬ 


trophotometer  ■  is  used,  record  the 
ultraviolet  absorption  spectrum  from 
250-290  m/{.  If  a  nonrecording  spec¬ 
trophotometer  is  used,  dilute  5.0  milli¬ 
liters  of  the  alkaline  layer  to  50  milliliters 
with  distilled  water  and  determine  the 
absorbance  at  the  276  van  absorption 
peak. 


Percent  hydrabamine  penicillin 


'  Absorbance  at  276  mn  X  100,000  X 100 
~lbuigram8  of  sample  (in  100  miUUlters)  xap,x54.0 


where:  * 

a*«= absorptivity  (1%,  1  cm.)  of  the  penicillin  V  working  standard,  similarly  treated. 
64.0= percentage  of  penicillin  V  In  pure  hydrabamine  penicillin  V. 


FEDERAL  REGISTER 


13029 


Saturday,  December  29,  1962 


§  141a.92  Hydrabamine  penicillin  V  oral 
suspension. 

(a)  Potency.  Using  the  penicillin  V 
working  standard  as  the  standard  of 
comparison,  proceed  as  directed  in 
§  141a.76(a).  Its  potency  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  number  of  units  per  milliliter  that  it 
is  represented  to  contain. 

(b)  vH.  Proceed  as  directed  In 
S  141a.5  (b) .  using  the  undiluted  aqueous 
suspension. 

§  141a.93  Penicillin-neomycin  ointment. 

(a)  Potency — (1)  Total  penicillin  con¬ 
tent;  crystalline  penicillin  content;  pro¬ 
caine  penicillin  content.  Proceed  as 

directed  in  S  141a.3S  (a)  (1),  (2),  and 

(3). 

(2)  Neomycin  content.  Prepare  the 
sample  as  directed  in  8  141a.8  (a) ,  except 
use  0.10  M  phosphate  buffer,  pH  8.0,  and 
add  sufficient  penicillinase  to  inactivate 
the  penicillin  present.  Proceed  as  di¬ 
rected  in  8  141e.410  (b)  (1)  of  this  chap¬ 
ter.  Its  content  of  neomycin  is  satisfac¬ 
tory  if  it  contains  not  less  than  85  percent 
of  the  number  of  milligrams  that  it  is 
represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§141a.8  (b). 

§  141a.94  Procaine  penicillin-streptomy¬ 
cin-neomycin-erythromycin  in  oil ; 
procaine  penicillin-dihydrostrepto- 
mycin-neomycin-erythromycin  in  oil. 

(a)  Potency — (1)  Penicillin  content. 
Obtain  the  weight  of  the  content  of  a 
syringe  by  weighing  before  and  after 
ejecting  the  content  into  a  beaker.  Stir 
until  homogeneous.  Remove  a  repre¬ 
sentative  sample  (usually  approximately 
1.0  gram,  accurately  weighed)  and  place 
I"  a  separatory  funnel  containing  50 
milliliters  of  peroxide-free  ether.  Add 
20  milliliters  of  potassium  phosphate 
buffer  (pH  8.0)  and  shake.  Remove  the 
buffer  layer  and  repeat  the  extraction 
with  three  additional  20-milllliter  por¬ 
tions  of  the  buffer.  Combine  the  buf¬ 
fer  extracts  and  make  to  100  milli¬ 
liters  with  buffer.  Place  the  buffer  solu¬ 
tion  into  a  second  separatory  funnel 
and  wash  with  three  30-milliliter  por¬ 
tions  of  ether.  Discard  the  ether 
washes.  Remove  an  aliquot  of  the  buffer 
solution  and  proceed  as  directed  in 
S141a.l  except  §  141a.l  (d)  and  (i).  If 
the  iodometric  chemical  assay  is  used, 
proceed  as  directed  in  §  141a.5  (d)  (1), 
except  prepare  vhe  sample  as  directed  in 
§  141a.35  (a)  (1).  Its  content  of  peni¬ 
cillin  is  satisfactory  if  it  contains  not  less 
than  85  percent  of  the  number  of  units 
that  it  is  represented  to  contain. 

(2)  Streptomycin  content.  Using  an 
aliquot  of  the  buffer  solution  prepared 
in  subparagraph  (1)  of  this  paragraph, 
proceed  as  directed  in  8 141b.l01  (a) 
through  (i)  of  this  chapter,  except  add 
sufficient  penicillinase  to  completely  in¬ 
activate  the  penicillin  present.  Its  con¬ 
tent  of  streptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (2) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  the 


standard  of  comparison.  Its'content  of 
dihyirostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(4)  Neomycin  content.  Using  an  ali¬ 
quot  of  the  buffer  solution  prepared  in 
subparagraph  (1)  of  this  paragraph,  pro¬ 
ceed  as  directed  in  §  141e.410(b)  (1)  of 
this  chapter,  except  add  sufficient  peni¬ 
cillinase  to  completely  inactivate  the 
penicillin  present.  If  Staphylococcus 
aureus  is  used  as  the  test  organism,  use 
the  Food  and  Drug  Administration  di¬ 
hydrostreptomycin-resistant  strain  of 
Staphylococcus  aureus  (A.T.C.C.  6538- 
PR) ,  which  is  grown  and  maintained  on 
media  containing  1,000  micrograms  of 
dihydrostreptomycin  per  milliliter  of 
agar.  Its  content  of  neomycin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(5)  Erythromycin  content.  Proceed  as 
directed  in  8  141b.  126  (a)  (1)  (U)  of  this 
chapter,  except  prepare  the  sample  as 
follows:  Place  a  representative  sample 
(usually  approximately  1.0  gram,  accu¬ 
rately  weighed)  in  a  glass  blending  Jar 
containing  100  milliliters  of  polyethylene 
glycol  400.  Using  a  high  spee*’  blender, 
blend  for  2  minutes  and  filter  through  a 
cotton  plug  or  filter  paper.  Make  an 
intermediate  dilution  of  an  aliquot  of  the 
filtrate  with  potassium  phosphate  buffer 
(pH  8.0)  and  add  sufficient  penicillinase 
to  inactivate  the  penicillin  present.  Re¬ 
move  an  aliquot  and  dilute  with  potas¬ 
sium  phosphate  buffer  (pH  8.0)  to  ^ve  an 
erythromycin  content  of  1.0  Mg.  per  milli¬ 
liter  (estimated).  Its  content  of  ersrth- 
rmnycin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.7  (c). 

§  141a.95  Penicillin-streptomycin-ery- 
thromycin  ointment;  penicillin-dihy- 
drostreptomycin-erythromycin  oint¬ 
ment. 

(a)  Potency — (1)  Penicillin  content. 
Obtain  the  weight  of  the  content  of  a 
syringe  by  weighing  before  and  after 
ejecting  the  content  into  a  beaker.  Stir 
until  homogeneous.  Remove  a  repre¬ 
sentative  sample  (usually  approximately 
1.0  gram,  accurately  weighed)  and  place 
in  a  separatory  funnel  containing  60  mil¬ 
liliters  of  peroxide-free  ether.  Add  20 
milliliters  of  0.1  AT  potassium  phosphate 
buffer  (pH  8.0)  and  shake.  Remove  the 
buffer  layer  and  repeat  the  extraction 
with  three  additional  20-milliliter  por¬ 
tions  of  the  buffer.  Place  the  buffer  so¬ 
lution  in  a  second  separatory  funnel  and 
wash  with  three  30-milliliter  portions  of 
ether.  Discard  -the  ether  washes.  Re¬ 
move  an  aliquot  of  the  buffer  solution 
and  proceed  as  directed  in  8  141a.l,  ex¬ 
cept  8141a.l  (d)  and  (i).  If  the 

iodometric  chemical  assay  is  used,  pro¬ 
ceed  as  directed  in  8  141a.5  (d)  (1),  ex¬ 
cept  prepare  the  sample  as  directed  in 
8  141a.35  (a)  (1).  Its  content  of  peni¬ 
cillin  is  satisfactory  if  it  contains  not  less 
than  85  percent  of  the' number  of  units 
that  it  is  represented  to  contain. 

(2)  Streptomycin  content.  Using  an 
aliquot  of  the  buffer  solution  prepared 


as  directed  in  subparagraph  (1)  of  this 
paragraph,  proceed  as  directed  in 
8  141b.l01  (a)  through  (i)  of  this  Chap¬ 
ter,  except  add  sufficieht  penicillinase  to 
completely  inactivate  the  penicillin  pres¬ 
ent.  Its  content  of  streptomycin  is  sat¬ 
isfactory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(3)  Dihydrostreptomydn  content . 
Proceed  as  directed  in  subparagraph  (2) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  wor^ng  standard  as  the 
standard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(4)  Erythromycin  content.  Proceed 
as  directed  in  §  141b.l26(a)  (1)  (ii)  of  this 
chapter,  except  prepare  the  sample  as 
follows:  Place  a  representative  sample 
(usually  approximately  1.0  gram,  accu¬ 
rately  weighed) ,  in  a  glass  blending  jar 
containing  99  milliliters  of  0.1  M  potas¬ 
sium  phosphate  buffer,  pH  8.0,  and  1 
milliliter  of  polysorbate  80.  Using  a 
nigh-speed  blender,  blend  for  2  to  3  min¬ 
utes.  Add  100  milliliters  of  0.1  Af  potas¬ 
sium  phosphate  buffer,  pH  8.0,  and  blend 
for  an  additional  2  to  3  minutes.  Pre¬ 
pare  an  intermediate  dilution  by  diluting 
an  aliquot  of  the  filtrate  with  0.1  M 
potassium  phosphate  buffer  (pH  8.0), 
and  add  sufficient  penicillinase  to  in¬ 
activate  the  penicillin.  Then  further 
dilute  with  buffer  to  give  an  enrthromy- 
cin  content  of  1.0  microgram  per  milli¬ 
liter  (estimated) .  Its  content  of  eryth¬ 
romycin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  that  it  is  represented  to  con¬ 
tain. 

(b)  Moisture.  Proceed  as  directed  in 
8141a.7  (c). 

§  141a.96  Penicillin -streptomycin -neo¬ 

mycin-polymyxin  ointment;  penicil¬ 
lin-  dihydrostreptomycin  -  neomycin- 
polymyxin  ointment. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  §  141a.35(a)  (1), 
(2) ,  and  (3) ,  except  if  diethylaminoethyl 
ester  penicillin  O  hydriodide  is  used,  after 
the  extraction  or  blending  procedure  de¬ 
scribed  in  8  141a.8(a)  (1)  and  (2),  pro¬ 
ceed  as  directed  in  §  141a.51(a) ,  or  if  the 
iodometric  assay  is  used,  one  drop  of  1.2 
N  HCl  is  added  to  the  blank  immediately 
before  the  addition  of  the  0.01  N  L.  The 
penicillin  content  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(.2)’ Streptomycin  content.  Proceed 
as  directed  in  8  141a.35  (a)  (4) .  Its  con¬ 
tent  of  streptomycin  is  satisfactory  if  It 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  Is  repre¬ 
sented  to  contain. 

(3)  Dihydrostreptomydn  content. 
Proceed  as  directed  in  8141a.S5  (a)  (5). 
Its  content  of  dihydrostreptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(4)  Neomydn  content.  Proceed  as  di¬ 
rected  in  8  141a.65  (a)  (4) .  Its  content 
of  neomycin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
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or  milligxaxai  ttnt  it  li  igpreoented  to 
oontaln. 

(5)  Pdtymtn^  •eomtent.  Proeeed  as 
directed  inf  141bJ129(a)<S)  ofUiisdiac>-  ' 
ter.  except  inactirate  tiie  penicillin  with 
sufficient  penicillinase  at  37*  C.  for  30 
minutes.  Its  coi^ent  of  poljniisrxin  is 
satisfactory  if  it  contains  not  less  Uian 
85  percent  of  the  number  of  units  that 
it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.7  (c). 


the  eqtiivalent  number  of  units  ^  baci¬ 
tracin  ttsat  it  is  represented  to  contain.  ' 
(5)  Neomyoin  eontent.  Proeeed  as 
directed  in  1 141a(65(a)(4)(il).  Its 
content  of  neomycin  is  satisfactory  if 
it  contains  not  less  than  85  percent  of 
toe  number  of  milligrams  that  it  is  repre¬ 
sented  to  oontain. 

(b)  Moisture.  Proceed  as  directed  in 
f  141a.8(b). 

E  141a.99  Bensadihie  penicillin  V  for 
aqueous  injection  Teterinary. 


(d>  ToaeieUv.  Proceed  as  directed  In 
§  141a.83(d). 

(e)  Moisture  idry  mixture  of  the 
Sruff),  Proceed  as  directed  in  1 141a.26 
(e). 

(f)  pH — (1)  Dry  mixture  of  the  drug. 
Proceed  as  directed  in  9  141a.5(b),  using 
toe  stispension  resulting  When  the 
amount  of  diluent  recommended  In  the 
labeling  is  added. 

(2)  Aqueous  suspension  of  the  drug. 
Proceed  as  directed  in  9  141a.5(b).  using 


§  141a.97  Capsules  pcnicillin-tetra^- 
cline  phosphate  complex>novobiocin> 
nystatin  veterinary. 

(a)  Potency — (1)  Penicillin  content. 
Proceed  as  directed  in  9  141a.21(a)  (1) 

(i) ,  except  in  lieu  of  the  directions  pre¬ 
scribed  in  9  141a.21(a)  (1)  (i)  (a),  pre¬ 
pare  the  stock  solution  by  blending  3 
capsules  in  100  milliliters  of  potassium 
phosphate  buffer,  pH  8.0,  using  a  glass 
jar  nnri  a  high-speed  blender.  Its  peni¬ 
cillin  content  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Novobiocin  content.  Use  a  suitable 
aliquot  of  toe  stock  solution  prepared  as 
directed  in  subparagraph  (1)  of  this 
paragraph  and  proceed  as  directed  in 
9  141a.21  (a)  (2) .  Its  content  of  novo¬ 
biocin  is  satisfactory  IT  it  contains  not 
less  than  85  percent  of  toe  number  of 
milligrams  that  it  is  represented  to 
contain. 

(3)  Tetracycline  phosphate  complex 
content.  Proceed  as  directed  in 
f  141C.231  (a)  <1)  of  tote  chapter.  Its 
potency  is  satisfactory  if  it  contains  toe 
equivalent  of  not  less  than  85  percent  of 
the  number  of  milligrams  of  tetracycline 
hydrochloride  toat  it  is  represented  to 
contain. 

(4)  Nystatin  content.  Proceed  as 
directed  in  9  141C.224  (a)  (1)  (11)  of  this 
chapter.  Its  nz^stattn  content  is  satis¬ 
factory  ff  it  contafais  not  less  than  85 
percent  of  the  number  of  units  that  it  is 
represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  In 
i  141a.5  (a). 


(a)  Potency.  Using  the  penicillin  V 
'working  standard  as  the  standard  of 
comparison,  proceed  as  directed  in 
9  141a.48(a) .  Its  potency  is  satisfactory 
if  it  contains  not  less  than  90  percent  of 
the  number  of  imits  that  it  is  represented 
to  contain. 

(b)  SteriUty.  Proceed  as  directed  in 
9  141a.83(b). 

(c)  Pyrogens.  Proceed  as  directed  in 
9  141a.83(c). 


the  imdlluted  aqueous  suspension. 

§  141a.l00  Phenethicillin  potassium 
(potassium  o-phenoxycthyl  penicil* 
lin).  / 

(a)  Total  potency.  Proceed  as  di¬ 
rected  in  9  141a.5(d)  (1)  except  deter¬ 
mine  the  factor  F  as  the  number  of 
milltilters  of  0.01  N  L  absorbed  by  1.0 
milligram  of  the  U-a-phenoxyethyl,  pen¬ 
icillin  potassium  working  standard. 


Units  of  phenethlcUlln  Dlfforenoe  In  tltenx  potency  of  FDA  L-a-phenoxyethyl,  penl- 
potasslum  per  mllli-  cUUn  potassium  working  standard  In  units  per  milligram 
gram  “  !  IflUlgrams  in  2-.0  ml.  testedlTF 


(b)  L-et-Phenoxyethyl,  penicillin  po¬ 
tassium  content — (1)  Microbiological  ac¬ 
tivity  of  sample,  (i)  Proceed  as  directed 
in  9  141b.l26  (a)  (1)  (ii)  (a) .  (b) .  (e) .  and 
(f ) ,  of  tote  chapter,  except  use  0.1  milli¬ 
liter  to  0.2  milliliter  of  toe  adjusted  bulk 
suspension  to  100  milliliters  of  agar  for 
toe  inoculum. 

(ii)  Warleing  standard.  Dry  the  L-o- 
phen(»cyethyl,  penicillin  potassium  work¬ 
ing  standard  as  described  in  9  141a.5(a). 
and  prepare  a  stock  solution  by  dissolving 
a  weighing  of  the  dried  standard  in  suffi¬ 
cient  sterile  distilled  water  to  give  a 
stock  solution  of  100  imits  per  milliliter. 
This  stock  solution  may  be  used  fm:  1 
week  if  stored  in  refrigerator. 

(ilD  Standard  curve.  Using  the  stock 
solution,  further  dilute  with  pH  7.8  to  8.0 
buffer  to  get  final  concentrations  of  0.064, 
0.08,  0.1,  0.125,  send  0.156  unit  per  milli¬ 
liter,  and  proceed  as  described  in 
1 141a.21(c)  (l)(vll). 


(Iv)  Assay.  Dissolve  a  weighing  of  the 
sample  In  sufficient  pH  7.8  to  8.0  buffer 
to  give  a  convenient  stock  solution. 
Further  dilute  with  buffer  to  give  an  esti¬ 
mated  concentration  equivalent  U  0.1 
unit  per  milliliter  of  the  L-a-phenoxy- 
ethyl,  penicillin  potassium  standard  t  id 
then  proceed  as  described  In  9  141a.  21 
(c)(1)  (ylll). 

(v)  Stock  solution.  Prepare  a  stock 
solution  of  the  D-a-phenoxyethyl,  peni¬ 
cillin  potassium  standard  as  described 
In  paragraph  (b)  (ii)  of  this  section. 
Further  dilute  this  stock  solution  to  an 
estimated  activity  equivalent  to  0.1  unit 
per  milliliter  of  the  Ii-o-phenoxyethyl, 
penicillin  potassium  standard,  and  pro¬ 
ceed  as  described  in  subdivision  (iv)  of 
thte  subparagraph. 

(vl)  Calculation.  Calculate  the  L-w- 
phenoxyethyl,  penicillin  potassium  con¬ 
tent  of  the  sample  from  the  following 
equation: 


§  141a.98  Peiucilliii-streptomyoin'baci- 
tracm  metkylene  dua&rylate-neomy- 
cin  ointment;  penicfllin-dihydr^ 
streptomycin-bacitracin  methylene 
disalicyiate-neomycm  ointment. 

(a)  Potemey — (1)  PetthABin  content. 
Proceed  as  directed  in  i  141a.8(a).  Its 
penicillin  content  is  satisfactory  if  It 
contains  not  less  than  85  percent  of  toe 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Streptomy^  content.  Proceed 
as  directed  in  9  141a.65(a)  (2)..  Its  con¬ 
tent  of  streptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  cS.  toe 
number  of  milligrams  toat  it  te  repre¬ 
sented  to  contain. 

(3)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  {  141a.65(a)  (3). 
Its  content  of  dihydrostreptomycin  Is 
satisfactory  if  it  contains  not  less  than 
65  percent  of  toe  number  of  milligrams 
that  it  te  represented  to  contain. 

(4)  Baettraotn  methylene  disaUciflate 
content.  Proeeed  as  directed  In  9  141a. 
49(a)  (3) .  Its  potency  is  satisfaetory  if 
tt  contains  not  less  than  85  peroent  of 


where: 


Percent  L-o-phenozyethyl,  penicillin  potassiums 


(iJ-r) 

(I-r) 


Xl(» 


TT&lte  of  li^a-phenoxyethyl,  penicillin  potaeahun  equivalent  (found  per  milligram  of 

eample  In  microbial  assay) 

~  Units  per  milligram  found  In  lodometrie  mkaj  of  nairtpig 

and 


li-t^phenoxyetbyi,  penicillin  potanlum  eqtdvalent  In  units  per  miiiigrAm  (of 
U-o-phenoxyethjd,  penicillin  potassium  standard) 

Potenny  In  units  per  milligram  of  Zi-o-phenozyethyl,  penicillin  potassium  etaudaid 


(c)  PhenethidUin  potassium  content. 
Accurately  weigh  approximately  50  milli¬ 
grams  oi  toe  sample,  dissolve  in  water, 
add  to  a  100-milllliter  volumetric  flask 
and  make  to  volume  with  water.  Deter¬ 
mine  the  absorbance  at  268  m/t,  using  a 
suitable  uteravlolet  spectrophotometer 
and  quartz  l-oentimeter  oelte.  Set  toe 
Insteiiment  at  aero  absorbance  with  dis¬ 
tilled  water.  If  a  reem’ding  gpooisropho- 
tometer  te  used,  record  toe  idtraviolet 
absoqiUten  gpecteum  from  240  nv(  to  200 


ta.li.  If  a  ncmrecording  spectrophotom¬ 
eter  te  used,  determine  the  absorbance . 
(on  a  solution  containing  20  milligrams 
per  100  milliliters)  at  the  268  mu  ab¬ 
sorption  peak,  using  a  slit  width  of  OK 
millimeter  or  less.  (The  exact  poslticm  j 
of  the  peak  should  be  determined  for  the 
particular  instrument  used.)  Calculate 
toe  absorptivity,  (a).  Repeat  toe  pro¬ 
cedure,  using  the  L-a-phenoxyethjL 
penicillin  potassium  standard. 


Percent  phenethicillin  potassium= X 100 

a  (standard) 
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.  (d)  Moisture.  Proceed  as  directed  in 
8141a^(a). 

(e)  Toxfdty.  Proceed  as  directed  in 
8  141a.4,  except  use  sodium  chloride  solu¬ 
tion  as  the  diluent. 

(f)  pH.  Proceed  as  directed  in 
8  141a.5(b). 

(g)  Crystallinity.  Proceed  as  directed 
in8141a.5(c). 

(h)  Identity.  Add  0.5  milliliter  ol  a 
methyl  alcohol  solution  containing  2.0 
milligrams  per  milliliter  to  a  test  tube, 
and  dry  under  a  current  of  air.  Add  one 
drop  of  an  aqueous  chromotropic  acid 
solution  containing  10  milligrams  per 
milliliter.  Add  two  milliliters  of  sulfuric 
acid  and  heat  in  a  glycerol  bath  at  150** 
C.  for  3  to  4  minutes.  An  olive-green 
color  is  produced.  (Penicillin  V  or  its 
salts  give  a  blue  or  purple  color.) 


§  141a.l03  MethicUlin  sodium. 

(a)  Potency.  Use  the  methicillin 
sodium  working  standard  as  the  stand¬ 
ard  of  comparison,  and  proceed  as  di¬ 
rected  in  8  141a.l,  except  that: 

(1)  Plate  assay,  (i)  Prepare  a  stock 
solution  containing  1,000  micrograms 
per  milliliter.  Prepare  the  standard 
ciirve  by  further  diluting  this  stock  solu¬ 
tion,  using  1  percent  phosphate  buffer, 
pH  6.0,  to  final  concentrations  of  6.4,  8.0, 
10.0, 12.5  and  15.6  micrograms  per  milli¬ 
liter.  The  10.0  micrograms  per  milli¬ 
liter  concentration  is  the  reference 
concentration. 

(ii)  Determine  the  inoculum  of  the 
Staphylococcus  aureus  suspension  to  be 
used  for  the  seed  layer  by  adding  varying 
volumes  of  the  standardized  suspension 
to  100-milliliter  volumes  of  the  seed  agar. 


instrument  used.)  Calculate  the  absorp¬ 
tivity,  “a.”  Repeat  the  procedure,  using 
the  methicillin  sodium  standard. 


Percent  methicillin  content 


.  tt(8ample) 
~a(8tandard) 


XlOO 


(i)  Identity.  Use  the  sample  solution 
prepared  as  described  in  paragraph  (h) 
of  this  section  and  determine  the  ab¬ 
sorbancies  at  the  absorption  mayiiniiin 
at  280  millimicrons  and  at  the  absorp¬ 
tion  minimum  at  264  millimicrons. 


a(280  millimicrons) 
0(264  mUUmlcrons) 


§  141a.l04  Sodium  oxacillin. 


(a)  Potency.  Use  the  sodium  oxacillin 
working  standard  as  the  standard  of 
comparison,  and  proceed  as  directed  in 


§  141a.l01  Phenethicillin  potassium 
(potassium  O’phenoxyethyl  penicil* 
lin)  tablets. 

(a)  Potency.  Use  the  iodometric  as¬ 
say  procedure  in  §  141a.5(d).  except  use 
the  L-a-phenoxyethyl,  penicillin  potas¬ 
sium  standard  as  the  standard  of  com¬ 
parison,  and  prepare  the  sample  as  fol¬ 
lows:  Place  12  tablets  in  a  mortar  and 
add  approximately  20  milliliters  of  1  per¬ 
cent  phosphate  buffer  at  pH  6.0.  Dis¬ 
integrate  the  tablets  by  grinding  with  a 
pestle.  Transfer  with  the  aid  of  small 
portions  of  the  buffer  solution  to  a  500- 
milliliter  volumetric  fiask  and  make  to 
500  milliliters  by  adding  sufScient  phos¬ 
phate  buffer.  Make  the  proper  esti¬ 
mated  dilutions  in  1  percent  phosphate 
buffer  at  pH  6.0.  The  sample  may  also 
be  prepared  as  follows:  Place  12  tablets 
in  a  blending  jar  and  add  thereto  ap¬ 
proximately  100  milliliters  of  a  500-milli¬ 
liter  quantity  of  1  percent  phosphate 
buffer  at  pH  6.0.  After  blending  for  1 
minute  with  a  high-speed  blender* add 
the  remainder  of  the  500  milliliters  of 
buffer.  Blend  again  for  1  minute  and 
make  the  proper  estimated  dilutions  in  1 
percent  phosphate  buffer  at  pH  6.0.  The 
average  potency  of  phenethicillin  po¬ 
tassium  tablets  is  satisfactory  if  they 
contain  not  less  than  85  percent  of  the 
number  of  units  per  tablet  that  they  are 
represented  to  contain. 

(b)  Moisture.  Use  4  tablets  and  pro¬ 
ceed  as  directed  in  §  141a.5(a). 

(c)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c). 

§  141a.l02  Phenethicillin  potassium 
(potassium  o-phenoxyethyl  penicil¬ 
lin)  for  oral  solution. 

(a)  Potency.  Prepare  the  sample  as 
directed  on  its  labeling.  Transfer  an  ali¬ 
quot  containing  200,000  units  to  a  100- 
milliliter  volumetric  fiask,  make  to  vol¬ 
ume  with  1  percent  phosphate  buffer  at 
pH  6.0,  and  assay  by  the  iodometric 
assay  procedure  in  5  141a.5(d),  except 
use  the  L-o-phenoxyethyl,  penicillin  po¬ 
tassium  standard  as  the  standard  of 
comparison.  Its  potency  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  number  of  units  that  it  is  repre¬ 
sented  to  contain. 


Run  test  plates  with  the  different  inoc- 
ula  and  the  methicillin  sodium  reference 
concentration.  Select  as  the  optimum 
inoculum  the  one  that  results  in  the 
clearest  and  best  defined  zones  of  inhibi¬ 
tion  (usually  between  0.3  and  1.0  mil¬ 
liliter  per  100  millihters  of  seed  agar) . 

(2)  Iodometric  .assay.  If  the  iodo¬ 
metric  assay  is  used,  use  a  solution  con¬ 
taining  1.0  milligram  per  milliliter. 

If  it  is  packaged  for  dispensing,  its  po¬ 
tency  is  satisfactory  if  the  container  con¬ 
tains  not  less  than  90  percent  or  more 
than  115  percent  of  the  number  of  milli¬ 
grams  that  it  is  represented  to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
§  141a.2,  adding  sufficient  penicillinase 
to  inactivate  the  penicillin  (approxi¬ 
mately  6,000  Levy  units  of  penicillinase 
per  tube)  in  the  test  for  bacteria. 

(c)  Pyrogens.  Proceed  as  directed  in 
§  141a.3,  except  use  sodium  chloride  in¬ 
jection  as  the  diluent  and  inject  1.0  milli¬ 
liter  per  kilogram  of  a  solution  contain¬ 
ing  20  milligrams  per  milliliter. 

(d)  Toxicity.  Proceed  as  directed  in 
§  141a.4,  except  use  sodium  chloride  in¬ 
jection  as  the  diluent  and  inject  0.5 
milliliter  of  a  solution  containing  100 
milligrams  per  milliliter. 

(e)  Moisture.  Proceed  as  directed  in 
§141a.26(e). 

(f )  pH.  Proceed  as  directed  in  §  141a.5 
(b) ,  using  an  aqueous  solution  contain¬ 
ing  10  milligrams  per  milliliter. 

(g)  Crystallinity.  Proceed  as  directed 
in  §  141a.5(c). 

(h)  Methicillin  content.  Place  a  200- 
milligram  sample  in  a  100-milliliter  vol¬ 
umetric  fiask.  Dissolve  and  make  to 
volume  with  distilled  water.  Remove  a 
5-milliliter  aliquot  and  dilute  to  50  milli¬ 
liters  with  distilled  water.  Determine 
the  absorbance  at  280  millimicrons, 
using  a  suitable  ultraviolet  spectropho¬ 
tometer  and  quartz  1 -centimeter  cells. 
Set  the  instrument  at  zero  absorbance 
with  distilled  water.  If  a  recording 
spectrophotometer  is  used,  record  the 
ultraviolet  absorption  spectrum  from  250 
millimicrons  to  300  millimicrons.  If  a 
nonrecording  spectrophotometer  is  used, 
determine  the  absorbance  (on  a  solution 
containing  10  milligrams  per  100  milli¬ 
liters)  at  the  280-millimicron  absorption 


§  141a.l,  except: 

(1)  Plate  assay,  (i)  Prepare  a  stock 
solution  containing  1,000  micrograms  per 
milliliter.  Prepare  the  standard  curve 
by  fiurther  diluting  this  stock  solution, 
using  1  percent  phosphate  buffer,  pH  6.0, 
to  final  concentrations  of  3.2,  4.0,  5.0, 
6.25,  and  7.8  micrograms  per  milliliter. 
The  5.0  micrograms  per  milliliter  is  the 
reference  concentration. 

(ii)  Determine  the  inoculiun  of  the 
Staphylococcus  aureus  suspension  to  be 
used  for  the  seed  layer  by  adding  vary¬ 
ing  volumes  of  the  standard  suspension 
to  100-milliliter  volumes  of  the  seed  agar. 
Run  test  plates  with  the  different  inocula 
and  the  sodium  oxacillin  reference  con¬ 
centration.  Select  as  the  optimum  inoc¬ 
ulum  the  one  that  results  in  the  clearest 
and  best  defined  zones  of  inhibition  (us¬ 
ually  between  0.3  milliliter  and  1.0  milli¬ 
liter  per  100  milliliters  of  seed  agar) . 

(2)  Iodometric  assay.  If  the  iodo¬ 
metric  assay  is  used,  use  a  solution  con¬ 
taining  1.0  milligram  per  milliliter. 

(b)  Toxicity.  Proceed  as  directed  in 
§  141a.4,  except  use  sodium  chloride  in¬ 
jection  as  the  diluent  and  inject  0.5  milli¬ 
liter  of  a  solution  containing  20  milli¬ 
grams  activity  per  milliliter. 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.26(e). 

(d)  pH.  Proceed  as  directed  in 
§  141a.5(b). 

(e)  Crystallinity.  Proceed  as  directed 
in  §  141a.5(c). 

(f)  Sodium  oxacillin  content.  Accu¬ 
rately  weight  approximately  60  milli¬ 
grams  of  sample,  and  transfer  to  a  100- 
milliliter  volumetric  fiask.  Dissolve  and 
dilute  the  sample  to  the  mark  with  dis¬ 
tilled  water.  Pipette  a  5.0-milliliter 
aliquot  of  the  sample  solution  into  a  22  x 
200  millimeter  test  tube,  and  add  5  milli¬ 
liters  of  10  N  NaOH.  Mix  the  solutions, 
and  place  the  tube  in  a  boiling  water 
bath  for  60  minutes.  Cool  the  tube,  care- 
'fully  add  10  milliliters  of  6  N  HCl,  mix, 
and  place  the  tube  in  the  boiling  water 
bath  for  10  minutes.  Position  the  tube  in 
the  bath  so  that  the  two  liquid  levels  are 
the  same.  After  heating,  remove  the 
tube  from  the  bath,  carefully  agitate  the 
contents  of  the  tube,  and  cool  to  room 
temperature.  Quantitatively  transfer 
the  contents  of  the  tube  to  a  250-milli- 


(b)  Moisture.  Proceed  as  directed  tn  peak.  (The  exact  position  of  the  peak  liter  volumetric  fiask.  Add  approxi- 


S  141a.26(e) . 


should  be  deterinined  for  the  particular  mately  200  milliliters  of  freshly  boiled 
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aadoooled  rtiwHafil  ‘water*  then  4.0  boUU-  ance  on  a  suitable  Bpectrophotometer  at 
litefs  N  MH4OH.  and  dflute  to  235  miUlmicrona  against  a  reagent  blank, 

volume  wlkth  freshly  boUed  and  oodled  Sun  concurrently  with  the  sodium  oxa- 
(Ustilled  water.  I>etermine  the  absorb*  cHUn  standard,  and  calculate  as  follows: 


a  sanudex  gag,  standard  (anhydrous  basis) 
A  standard  xmg>  sample  (anhydrous  basis) 


X  100=Percent  sodium  ozacmin 


(gi  Identity.  Use  the  sample  solution 
prepared  In  paragraph  (f)  of  this  section 
and  record  the  ultraviolet  spectrum  be¬ 
tween  230  millimicrons  and  260  millimi¬ 
crons.  It  should  be  basically  identical  to 
that  of  the  standard  similarly  treated. 

§  141a.l05  Sodium  oxacillin  tablets. 

(a)  Potency — (1)  Plxjte  assay.  Place 
a  representative  number  of  tablets 
(usually  8  to  12)  in  a  blending  Jar  and 
add  approximately  200  milliliters  of  a 
500-milliliter  quantity  of  1  percent 
phosphate  buffer,  pH  6.0.  After  blending 
for  1  minute  with  a  high-speed  blender, 
add  the  remainder  of  the  500  milliliters 
of  buffer.  Blend  again  for  1  minute,  re¬ 
move  an  aliquot,  and  make  the  proper 
estimated  dilutions  to  5.0  micrograms 
per  milliliter  in  1  percent  phosphate  buf¬ 
fer,  pH  6.0.  Follow  the  plate  assay  pro¬ 
cedure  given  in  S  141a.l04. 

<2)  lodometric  assay.  In  lieu  of  the 
plate  assay  method  described  in  sub- 
paragraph  (1)  of  this  paragraph,  the 
potency  may  also  be  determined  by 
using  the  lodometric  assay  described  in 
S  141a.5(d)  except  prepare  the  sample  as 
follows;  Grind  a  representative  number 
of  tablets  (usually  5  to  12) ,  using  a  mor¬ 
tar  and  pestle.  Dilute  a  weighed  por¬ 
tion  of  the  powder  (approximately  80 
milligrams)  with  1  percent  phosphate 
buffer  at  pH  6.0  to  a  concentration  of 
approximately  1.0  milligram  per  milli¬ 
liter. 

The  potency  of  sodium  oxacillin  tablets 
is  satisfactory  if  they  contain  not  less 
than  90  percent  of  the  number  of  milli¬ 
grams  per  taUet  that  they  are  repre¬ 
sented  to  contain. 

Ch)  Moisture.  Use  four  tablets  and 
proce^  as  directed  in  §141a.26(e). 

(c)  Disintegration  time.  Proceed  as 
directed  in  S  141a.9(c). 

§  141a.lt)6  Sodium  oxacillin  capsules. 

(a)  Potency.  Proceed  as  directed  in 
f  141a.l05.  The  average  potency  of  the 
sodium  oxacillin  capsules  is  satisfactory 
if  they  contain  not  less  than  90  percent 
of  the  number  of  milligrams  per  capsule 
that  they  are  represented  to  contain. 

(b)  Moisture.  Use  the  contents  of  4 
capsules  and  proceed  as  directed  in 
S  141a.26(e). 

S  141a.l07  Buffered  methicillin  sodium 
(buffered  sodinm-2,6-dimethoxy- 
pben^  pesiicillm). 

(a)  Potency — (1)  Preparation  of  sam¬ 
ple.  (i)  Dissolve  an  accurately  weighed 
portion  of  the  drug  in  1  percent  phos¬ 
phate  buffer,  pB.  6  J)«  to  obtain  an  appro- 
l»late  stock  solution  for  assay. 

(ii)  Reconstitute  the  drug  as  directed 
in  the  labelinf  of  the  finished  product. 
Using  a  syringe  and  needle,  transfer  a 
representative  alimiot  of  the  drug  equiv¬ 
alent  to  one  doae  to  a  100-miIliliter  vol¬ 
umetric  flask;  make  to  volume  with  1 
percent  phosphate  buffer,  pH  6.0 


(2)  Assay.  Using  the  solutions  de¬ 
scribed  in  subparagraph  (1)  of  this  para¬ 
graph,  proceed  as  directed  in  §  141a.- 
103(a). 

The  micrograms  per  milligram  potency 
of  the  weighed  sample  of  the  drug  is  cor¬ 
rected  for  the  sodium  citrate  content. 

(b)  Sterility,  pyrogens,  toxicity,  mois¬ 
ture,  pH,  crystallinity,  methieilUn  con¬ 
tent,  and  identity.  Proceed  as  directed 
in  8  141a.l03  (b),  (c).  (d),  (e),  (f),  (g), 
(h) ,  and  (i) . 

PART  141b— STREPTOMYCIN  (OR  DI¬ 
HYDROSTREPTOMYCIN)  AND 
STREPTOMYCIN-  (OR  DIHYDRO- 
STREPTOMYCIN-)  CONTAINING 
DRUGS;  TESTS  AND  METHODS  OF 
ASSAY 
Sec. 

141b.l01  Streptomycin  sulfate,  streptomy¬ 
cin  bydrochloride,  streptomycin 
phosphate,  streptomycin  trlhy- 
drochlorlde  calcium  chloride; 
potency. 

141b.l02  Stmptomircln  stUfate,  streptomy¬ 
cin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trlhy- 
drochlorlde  calcium  chloride; 
sterility. 

141b.l03  Streptomycin  sulfate,  streptomy¬ 
cin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trlhy- 
drochlorlde  calclTim  chloride; 
toxicity. 

141b.l04  Streptomycin  siilfate,  streptomy¬ 
cin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trlhy- 
drochlorlde  calcium  chloride; 
pyrogens. 

141b.l05  Streptomycin  sulfate,  streptomy¬ 
cin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trihy- 
drochlorlde  calcium  chloride; 
histamine. 

141b.l06  Streptomycin  sulfate,  streptomy¬ 
cin  hydrochloride,  streirtomycin 
phosphate,  streptomycin  trlhy- 
drochlorlde  calclxun  chloride; 
moisture,  pH.  Identity. 

141b.I07  Streptomycin  ointment,  dlhyro- 
streptomycln  ointment;  po¬ 
tency. 

141b.l08  Dlhydrostreptomycln  sulfate,  crys- 
ti^lne  dlhydrostreptomycln  sul¬ 
fate,  dlhydrostreptomycln  hy¬ 
drochloride. 

141b.l09  Streptomycin  tabled;  dihydro- 
streptomycln  tablets. 

141b.ll0  Streptomycin  for  topical  use. 
141b.lll  Streptomycin  sulfate  solution;  dl¬ 
hydrostreptomycln  sulfate  solu¬ 
tion;  crystalline  dlhydrostrepto- 
myeln  sulfate  sdutlon. 

141b.ll2  Streptomycin  -  i>olymyzin  -  baci¬ 
tracin  tablets. 

141b.ll3  Streptomycin  syrup;  streptomycin 
In  gel  (streptomycin  oral  suspen¬ 
sion)  ;  dlhydrostreptomycln  sy¬ 
rup;  dlhydrostreptomycln  in  gel 
^  (dlhydroBtreptomycin  oral  aue- 
*  pension). 

ltib.114  Str^tomycln  -  bacitracin  -  poly¬ 
myxin  gauze  pads. 

141b.ll5  Streptomycin  otic  with  antifungal 
agent;  dlhydrostreptmnycln  otic 
with  antifungal  agent. 


141b.l03 


141b.l04 


141b.l05 


141b.l06 


141b.l07 


141b.l08 


141b.l09 

141b.ll0 

141b.lll 


141b.ll2 

141b.ll3 


mb.ll4 

141b.ll5 


141b.ll8 

141b.llg 


141b.l20 


See. 

14Ib.ll6  Streptomycin  -  kaolin  -  pectln- 
alumlnum  hydroxide  gd  powder 
veVertnaiy;  dihydroetreptomy- 
dn  -  kaolin  -  pectin  - 
hydroxide  gel  powder  vetednary. 

Mlb.I17  Streptomycin  for  inhalation  ther¬ 
apy;  dlhydrostreptomycln  for  in¬ 
halation  theriq)y. 

141b.ll8  Dlhydrostreptomycln  -  str^tomy- 
cln  sulfates. 

Mlb.llg  Streptomycin  sulfate  veteilnary; 

dlhydroetreptomycln  sulfate  vet¬ 
erinary;  dlhydrostreptomycln 
hydrochloride  veterinary. 

141b.l30  Streptomycin  sulfate  powder  oral 
veterinary;  streptomycin  sulfate 
granules  oral  veterinary;  dlhj- 
drostreptomycln  sulfate  powder 
oral  veterinary;  dlhydroetrepto- 
myoln  sulfate  granule-  oral  vet- 
•  r Inary;  dihydroBtreptomycln 
hydrodUocide  powder  oral  veter¬ 
inary;  dlhydrostreptomycln  hy¬ 
drochloride  granules  oral  veteri¬ 
nary. 

141b.l21  Streptonicozld  sulfate. 

141b.l22  Dlhydrostreptomycln  -  streptomy¬ 
cin  sulfates  solution. 

141b.l2S  Streptom3rcln  -  penicillin  -  sulfon¬ 
amide  with  kaolin  and  pectin; 
dlhydrostreptomycln  -  penlcU- 
lln-sulfonamlde  with  kaolin 
and  pectin. 

141b.l24  Streptomycin  hydrochloride  solu¬ 
tion  oral  veterinary;  streptomy¬ 
cin  sulfate  solution  oral  veteri¬ 
nary. 

141b.l25  Dlhydrostreptomycln  -  streptomy¬ 
cin  sulfsctee  with  Isonlcotlnlo 
acid  hydrazide. 

141b.l26  Streptomycln-erythrom]rcln  oint¬ 
ment. 

141b.l87  Streptomycin  -  chlortetracycllne- 
chloramphenicol-bacltracln  den¬ 
tal  cement;  dihydrostreptomy- 
cln  -  chlortetracycUne  -  chlor¬ 
amphenicol  -  bacitracin  dental 
cement. 

141b.l28  Streptomycln-sodlTim  sulfathla- 
eole  solution  veterinary;  dlhy- 
*  drostreptomycin-sodlvun  sulfa- 

thlasole  solution  veterinary. 

141b.l29  Streptomycln-polymyxln-neomycln 
ointment;  dihydrostreptomycin- 
pol3rm3^n-neomycln  ointment. 

141b.l80  Stoeptomycln  -  dlhydrostreptomy  - 
cln  for  Inhalation  therapy. 

141b.l81  Streptomycin-neomycin  powder, 
dlhydrostreptomycln  -  neomycin 
powder. 

141b.l32  Streptomycin  solution  for  inhala¬ 
tion  therapy  veterinary:  dlhy-. 
drostreptomycln  solution  for  In¬ 
halation  therapy  veterinary. 

141b.l83  Streptomycin-polymyxin  In  gel; 

dlhydrostreptomycln  -  polymyxin 
In  gel. 

141b.l34  Streptomycin  sulfate-dlhydrostrep- 
tomycln  sulfate  powder  oral 
veterinary. 

141b.l85  Streptomycin  and  para-amlno- 
benzolc  acid  powder  for  Inhala¬ 
tion  therapy;  dlhydrostr^tomy- 
cin  and  para-aminobenzolc  add 
powder  for  inhalation  therapy. 

I4lb.l86  Streptomycin-polymyxin  tablets; 

dlhydrostreptomycln  •  polymyxin 
tablets. 

141bJ.37  Streptomycin-neomycin  for  in¬ 
halation  therapy  veterinary;  dl- 
hydroBtreptomycln-neomyctn  for 
inhalation  ttierapy  veterinary. 

Mlb.lSS  DIhydrostreptomyoln- neomycin  y 
polymyxin  aerosol  solution  vat- 
erinaty. 

Authohitt:  §§  141b.l01  to  141b.l88  Issued 

tmder  sec.  507,  59  Stat.  463,  as  amended; 

21  VS.C.  357. 
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§  141J>.101  StreptomTcm  —tfnif, 

tomycin  liydrochlonde,  Mreptonifcin 
pkogyhate,  strcfiitomyciii  trihydn)- 
chloride  calcium  chloride;  potaai^. 

(a)  Cylinders  icufts).  Um  tjUnders 
described  under  S  14Ul1<a)  of  this 
chapter. 

(b)  Culture  media.  Using  ingredients 
that  conform  to  the  standards  prescribed 
by  the  U.  S.  P.  or  N.  F..  make  nutrient 
agar  for  the  seed  and  base  layers: 

Beef  extract _  1.5gm. 

Yeast  extract _ _ _  S.0cbi. 

Peptone _ _ _  6. 0  gm 

Agar -  16, 0  gm. 

Distilled  water  q,  a _  1, 000. 0  ml. 

pH  7.8  to  8.0  after  eterlltaBatlon. 

(c)  Working  standard.  Keep  the 
working  standard  (obtained  from  the 
Food  and  Drug  Administration)  at  —20** 
C.  in  tightly  stoppered  oontainecs  which 
in  turn  are  k^t  in  larger  stoppered  vials 
containing  a  suitable  desiccant.  Dry  an 
appropriate  amount  of  the  working 
standard  as  described  in  S  X41a.5(a)  of 
this  chapter.  Dissolve  the  weight  of  the 
dry  working  standard  obtained  in  dis¬ 
tilled  water.  Keep  thi.g  stock  solution  In 
a  refrigerator.  Do  not  use  It  later  than 
30  days  after  it  is  madi*, 

(d)  Standard  curve.  Prepare  dally 
in  0.10  M  potassium  phosphate  buffer, 
pH  8.0,  from  the  stock  solution  described 
in  paragraph  (c)  of  this  section.  c(m- 
centrations  of  8.64.  0,80,  IJ).  1.25,  and 
1.56  micrograms  per  mifiiHtAr  ablution. 
A  total  of  12  plates  is  utied  in  the  prepa¬ 
ration  of  the  standard  curve,  three  plates 
for  each  scdution  except  the  ID  micxo- 
gram  per  milliliter  solution.  Thi*  latter 
concentration  is  usad  as  reference 
point  and  is  included  on  each  plate.  On 
each  of  three  plates  fill  three  cylinders 
with  the  1.8  microgram  per  milliliter 
standard  and  the  other  three  cylinders 
with  the  concentration  under  test.  Thus 
there  will  be  thirty-six  1 -microgram  de¬ 
terminations  and  nine  determinations 
for  each  of  the  other  points  on  the  curve. 
After  the  plates  have  incubated,  reiul 
the  diameters  of  the  circles  of  Inhibition. 
Average  the  readings  of  the  ID  micro¬ 
gram  per  milliliter  concentration  and 
the  readings  of  the  point  tested  for  each 
set  of  three  plates  and  average  also  all 
36  readings  of  the  1.0  microgram  per 
milliliter  concentration.  The  average 
of  the  36  readings  of  the  1.8  microgram 
per  milliliter  concentration  is  the  correc¬ 
tion  point  for  the.  curve.  Correct  the 
average  value  obtained  for  each  point  to 
the  figure  it  would  be  if  the  ID  micro¬ 
gram  per  milliliter  reading  for  that  set 
of  three  plates  were  the  same  as  the  cor¬ 
rection  point.  Thus,  if  in  oorrectizig  the 
0.8-unit  concentration,  the  average  of  the 
36  readings  of  the  1.0  microgram  per 
milliliter  concentration  Is  16.5  milli¬ 
meters  and  the  average  of  the  ID  micro¬ 
gram  per  milliliter  concentration  of  thl.s 
set  of  three  plates  is  16D  millimeters,  the 
correction  is  OD  millimeter.  If  the  aver¬ 
age  readings  of  the  8.8  microgram  per 
milliliter  concentration  of  these  same 
three  plates  is  15.9  millimeters,  the  cor¬ 
rected  value  is  then  16.1  millimeters.  not 
these  corrected  values,  including  the 
average  of  the  1.0  microgram  per  mil¬ 
liliter  concentration,  on  2-cycle  semilog 
paper  using  the  concentration  in  micro- 
grams  per  mfliniter  as  the  azYUnate  (the 
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lacarittmde  scale)  and  the  diameter  of 
the  eone  of  inhHdWnn  as  the  abscissa. 
Dcasr  the  standard  curve  thnogh  these 
potntB,  either  by  inapectloa  or  by  the 
equations  in  f  141aA(h)  of  this  chapter. 
The  five  points  sheeted  to  determine  the 
curve  axe  arbitrary  (they  should  be 
equally  spaced)  and  should  be  so  chosen 
that  the  limits  of  the  curve  will  fill  the 
needs  of  the  laboratory.  However,  the 
pot^icy  of  the  sample  under  test  should 
fall  in  the  interval  of  from  64  percent  to 
156  percent  of  the  correction  point  of  the 
standard  curve. 

(e)  Preparation  of  sample.  Dissolve 
the  sample  to  be  tested  in  sufBcient  0.1 
M  potassium  phosphate  buffer,  pH  8.0,  to 
make  a  convenient  stodc  solution.  Fur¬ 
ther  dilute  in  buffer  to  a  final  concentra¬ 
tion  of  1.0  microgram  per  milliliter  (es¬ 
timated)  .  Use  this  last  dilution  in  the 
assay  for  potency. 

(f)  Preparation  of  suspensions — (1) 
Preparation  of  spore  suspensions.  The 
test  organism  is  Bacillus  subtilis  (Amer¬ 
ican  Type  Culture  Collection  6633). 
Maintain  the  test  organism  on  nutrient 
agar  prepared  as  described  in  $  141a.l  <b) 
(1)  of  this  chapter.  Prepare  a  spore 
suspension  by  one  of  the  following 
methods: 

(1)  Grow  the  organism  for  1  week  at 
37*  C.  in  a  number  of  Roux  bottles  each 
containing  800  milliliters  cf  nutrient 
agar  prepared  as  described  in  S  141a.l 
(b)  (1)  of  this  chapter.  Suspend  the 
spores  in  sterile  distilled  water  and  heat 
_for  30  minutes  at  65*  C.  Wa:ai  the  spcN-e 
"suspension  three  times  with  sterile  dis¬ 
tilled  water,  heat  again  for  30  minutes 
at  65*  C.  and  resuspend  in  Sterile  dis¬ 
tilled  water;  or 

(ii)  Grow  the  organism  for  5  days  at 
37*  C.  in  a  Roux  bottle  containing  980 
miumters  of  agar  medium  described  in 
§  141a.l  (b)  (1)  of  this  <mapter,  but 
modified  by  the  addition  of  SOO  milli¬ 
grams  of  MnS04‘H/3  per  liter.  Suspend 
the  growth  in  SO  miUiliters  of  sterile 
isotonic  saline  solution,  centrifuge,  and 
decant  the  supernatant  liquid.  Recon¬ 
stitute  the  sediment  and  heat-^hock  the 
suspension  by  heating  for  30  minutes  at 
70*  C.  Maintain  the  spore  suspension 
at  approximately  15*  C.  Determine  by 
appropriate  tests  the  quantity  of  spore 
suspension  to  he  added  to  each  100  mOli- 
liters  of  agar  for  the  secondary  laswr 
that  will  give  sharp,  clear  sones  of  inhi¬ 
bition. 

(2)  Preparation  of  vegetative  stispen- 
sion.  If  a  suspension  of  the  test  organ¬ 
ism  is  to  be  used  in  lieu  of  the  spore 
suspensions  described  in  subparagraph 
(1)  of  this  paragraph.  i»epare  such 
suspension  as  follows:  Using  2.0  milli¬ 
liters  of  sterile  distilled  water,  wash  the 
organism  from  an  agar  slant  (which  has 
been  incubated  for  24  hours  at  37*  C.) 
onto  the  agar  surface  of  a  Roux  bottle 
containing  300  milliliters  of  nutrient  agar 
prepared  as  described  in  8  141a.l  (b)  (1) 
of  this  chapter.  Incubate  for  24  hours  at 
37*  C.  Suspend  the  resultant  growth  in 
50  milliliters  of  sterile  distilled  water 
and  homogenize  the  suq>ension.  Deter¬ 
mine  by  iq)propriate  tests  the  quantity 
of  the  vegetative  suspension  to  be  added 
to  each  100  milliliters  of  agar  for  the 
secondary  layer  that  will  five  sharp, 
clear  sonee  of  inhibition. 


<g)  Preparation  of  plates.  Add  21 
milliliters  of  agar  described  in  paragraph 
<b)  of  tills  section  to  each  Petri  dish 
(28  by  IDO  millimeters) .  Melt  the  agar 
to  be  used  for  the  seomidary  layer,  cool  to 
55°  to  60°  C.  and  add  tiie  jqpore  suspen¬ 
sion  pr^iared  in  paragraph  (f)  of  this 
section.  Mix  thoroughly  add  4  mil¬ 
liliters  to  each,  of  the  spates  containing 
the  21  milliliters  of  the  uninoculated 
agar.  Tilt  the  plates  back  and  forth  to 
spread  the  inoculated  agar  evenly  over 
the  surface. 

<h)  Plate  assay.  Place  six  cylinders 
<xi  the  inoculated  agar  surface  so  that 
they  ^e  at.  approximately  60°  intervals 
on  2D-centhneter  radius.  Use  three 
plates  for  each  sample.  Fill  three  cylin¬ 
ders  on  each  plate  with  the  1.0  mcg./ml. 
standard  and  three  cylinders  with  the  1.0 
mcgyml.  (estimated)  sample,  alternat¬ 
ing  standard  and  sample.  Incubate  the 
plates  for  16  to  18  hours  at  37*  C.  and 
measure  the  diameter  of  each  circle  of 
inhibition. 

(1)  Estimation  of  potency.  Average 
the  zone  readings  of  the  standard  and 
average  the  zone  readings  of  the  sample 
on  the  three  plates  used.  If  the  sample 
gives  a  larger  average  zone  size  than  the 
average  of  the  standard,  add  the  differ¬ 
ence  between  them  to  the  1.0  microgram 
zone  size  of  the  standard  curve.  If  the 
average  sample  value  is  lower  than  the 
standard  value,  subtract  the  difference 
between  them  from  the  1.0  microgram 
value  on  the  curve.  From  the  curve  read 
the  potencies  corresponding  to  these 
corrected  values  of  zone  sizes. 

(j)  Tturbidimetric  assay.  In  lieu  of 
the  plate-assay  method  described  in 
paragraph  (h)  of  this  section,  the  sam¬ 
ple  may  he  assayed  for  potency  by  the 
following  method : 

Cl)  Employ  the  fiupu:  described  in  par¬ 
agraph  (b)  of  this  section  (adjusted  to 
a  final  pH  of  7  0)  for  maintaining  the 
test  organism,  which  is  Klebsiella  pneu¬ 
moniae  (ATCC  10031),  noncapsulated. 
Transfer  stock  cultures  every  week  for 
test  purposes.  Transfer  the  organism  to 
Ire^  agar  slants  and  Incubate  overnight 
at  37*  C.  Suspend  the  growth  from  two 
or  three  of  these  slants  in  sterile  distilled 
water  and  add  approximately  5  millili¬ 
ters  of  culture  8usx)ension  to  each  of  two 
Roux  bottles  containing  the  agar  de¬ 
scribed  in  paragraph  (b)  of  this  section. 
Incubate  the  bottles  overnight  at  37*  C., 
harvest  the  growth,  using  50  milliliters 
od  sterile  distilled  water  per  bottle,  and 
pool  the  washings  from  the  two  bottles. 
Determine  the  dilution  with  water  that 
will  give  a  light  transmission  reading  of 
65  percent,  using  a  filter  of  6DOO  Ang¬ 
strom  units  in  a  photoelectric  colorime¬ 
ter.  Keep  the  resulting  suspension  of 
m^anisms  In  the  refrigerator  and  use  for 
a  period  of  not  to  exceed  1  week.  Pre¬ 
pare  a  dally  inoculum  by  adding  6  0  mil¬ 
liliters  of  the  diluted  suspmsion  to  each 
100  miUiltters  of  the  nutrient  brotii  pre¬ 
pared  as  directed  in  8  141a.l(b)  (3)  of 
this  chapter,  cooled  to  a  temperature  of 
approximately  15*  C. 

(2)  Working  standard  solutions.  Pre¬ 
pare  the  dally  standard  curve  by  diluting 
the  stock  solution  described  in  para¬ 
graph  (e)  of  ttxis  section  in  sterile  dis¬ 
tilled  water  to  tiie  foUowinc  final  oon- 
centrationa:  83.8.  SOD.  88.0. 88.8  and  37.6 
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micrograms  per  milliliter.  Add  1  milliliter 
of  each  Anal  dilution  to  each  of  three 
tubes  having  an  outside  dimension  of  16 
millimeters  x  125  millimeters.  Add  9 
milliliters  of  inoculated  broth  described 
in  subparagraph  (1)  of  this  paragraph, 
to  each  tube  and  immediately  place  in  a 
37*  C.  water  bath  for  3  to  4  hours.  After 
incubation,  remove  tha  tubes  and  add 
0.5  milliliter  of  12  percent  formaldehyde 
to  each  tube. 

(3)  Preparation  of  sample.  Dissolve 
the  sample  under  test  in  sterile  distilled 
water  to  prepare  a  convenient  stock 
solution.  Further  dilute  this  stock  solu¬ 
tion  in  sterile  distilled  water  to*a  final 
concentration  of  30  micrograms  per  mil¬ 
liliter.  Add  1  milliliter  of  this  final  con¬ 
centration  to  each  of  three  16  millimeters 
X  125  millimeters  tubes  (outside  dimen¬ 
sions).  Add  9  milliliters  of  the  inocu¬ 
lated  broth  described  in  subparagraph 
(1)  of  this  paragraph  to  each  tube  and 
immediately  place  in  a  37*  C.  water  bath 
for  3  to  4  hours.  (The  sample  tubes  are 
placed  in  the  water  bath  at  the  same 
time  as  the  standard  tubes.)  After  in¬ 
cubation,  remove  all  tubes  (sample  and 
standard)  and  add  0.5  milliliter  of  12 
percent  formaldehyde  to  each  tube. 
Read  the  absorbance  values  of  all  tubes 
in  a  suitable  photo-electric  colorimeter, 
using  a  wavelength  of  530  m/t.  Set  the 
instrument  at  zero  absorbance,  using 
clear,  uninoculated  broth  prepared  as 
described  in  §  141a.l(h)  (3)  of  this 
chapter. 

(4) '  Estimation  of  potency.  Plot  the 
average  values  for  each  concentration 
of  the  standard  on  1-cycle  sem^ogarith- 
mic  paper  with  absorbance  on  the 
arithmetic  scale  and  concentrations  on 
the  logarithmic  scale.  Construct  the 
best  straight  line  through  the  points, 
either  by  inspection  or  by  means  of  the 
equations  described  in  §  141c.231(a)  (1) 
(V)  of  this  chapter.  Average  the  ab¬ 
sorbance  values  for  the  sample  and  read 
the  streptomycin  concentration  from  the 
standard  curve.  Multiply  the  concen¬ 
tration  by  appropriate  dilution  factors 
to  obtain  the  streptomycin  content  of  the 
sample  tested. 

(k)  Potency.  The  potency  of  strepto¬ 
mycin  i§  satisfactory,  when  assayed  by 
the  methods  described  in  this  section,  if 
the  immediate  containers  contain  90  per¬ 
cent  of  the  number  of  grams  they  are 
represented  to  contsiln. 

§  141b.  102  Streptomycin  sulfate,  strep¬ 
tomycin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trihydro- 
’ chloride  calcium  chloride;  sterility. 

Use  the  entire  contents  of  single-dose 
containers  or  the  equivalent  of  approxi¬ 
mately  0.5  gram  (activity)  from  each 
multiple-dose  container,  and  proceed  as 
directed  in  §  141a.2  of  this  chapter,  ex¬ 
cept  that  neither  penicillinase  nor  the 
control  tube  is  used  in  the  test  for  bac¬ 
teria. 

§  141b.l03  Streptomycin  sulfate,  strep- 
tomycin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trihydro¬ 
chloride  calcium  chloride;  toxicity. 

Proceed  as  directed  in  §  1418l4  of  this 
chapter,  using  as  a  test  dose  0.5  milliliter 
of  a  solution  containing  2  mg./ml. 


§  141b.l04  Streptomycin  sulfate,  strep¬ 
tomycin  hydrochloride,  streptomycin 
phoqthate,  streptcmiycin  trihydnv 
chloride  calcium  chloride;  pyrogens. 

Proceed  as  directed  in  S  141a.3  of  this 
chapter,  using  as  a  test  dose  1.0  milliliter 
per  kilogram  of  a  solution  containing  10 
mg./ml. 

§  141b.l05  Streptomycin  sulfate,  strep- j 
tomycin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trihydro¬ 
chloride  calcium  chloride;  histamine. 

Use  a  healthy  adult  cat  as  the  test  ani¬ 
mal.  Determine  weight  and  place  imder 
general  anesthesia  by  employing  suffi¬ 
cient  (150  mg. As.)  sodium  phenobar- 
bital  administered  intraperitoneally. 
Surgically  expose  the  right  carotid  sep¬ 
arating  it  completely  from  all  surround¬ 
ing  structures,  including  the  vagus 
nerve,  by  blunt  dissection  and  cannulate. 
Singically  expose  the  femoral  vein. 
Start  the  recording  kymograph  and  in¬ 
spect  the  tracings  for  amplitude  of  ex¬ 
cursion  and  relative  stability  of  pressure. 
Determine  the  sensitivity  of  the  animal 
by  injecting  into  the  femoral  vein  stand¬ 
ard  solutions  of  histamine  made  to  con¬ 
tain  the  equivalent  of  1.0  microgram  of 
histamine  base  per  milliliter.  Make  in¬ 
jections  at  not  less  than  5-minute  in¬ 
tervals  using  doses  of  0.05,  0.1,  and  0.15 
microgram  of  histamine  base  per  kilo¬ 
gram.  Repeat  these  injections,  disre¬ 
garding  the  first  series  of  readings,  until 
the  drop  given  by  equivalent  doses  of 
histamine  is  relatively  uniform.  The 
fall  in  blood  pressure  given  by  0.1 
mcg.Ag.  of  histamine  base  (not  less  than 
20  millimeters  of  mercury)  is  subse¬ 
quently  employed  as  the  standard  in 
testing  samples.  The  histamine  stand¬ 
ard  is  supplied  on  request.  Inject  3 
mg./kg.  of  the  sample  of  streptomycin 
per  milliliter  maintaining  the  five- 
minute  injection  schedule.  If  a  signifi¬ 
cant  drop  is  encountered  the  dose  is 
repeated  after  the  animal  has  been  re¬ 
tested  with  the  standard  histamine.  The 
animal  may  be  used  as  long  as  it  re¬ 
mains  reasonably  stable  and  responsive 
to  histamine.  The  product  is  satisfac¬ 
tory  if  the  fall  in  blood  pressure  obtained 
with  3  milligrams  of  streptomycin  per 
kilogram  of  body  weight  is  no  greater 
than  the  fall  obtained  with  0.1  micro¬ 
gram  of  histamine  base  per  kilogram  of 
body  weight.  (Dogs  may  be  substituted 
for  cats  in  this  test  provided  the  ratio 
of  the  doses  of  streptomycin  and  hista¬ 
mine  employed  is  the  same.) 

§  14  lb.  106  Streptomycin  sulfate,  strep¬ 
tomycin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trihydro¬ 
chloride  calcium  chloride;  moisture, 
pH,  identity. 

(a)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  ttiis  chapter. 

(b)  pH.  Proceed  as  directed  in  §  141a.5 
(b)  of  this  chapter,  using  a  solution  with 
a  concentration  of  0.2  gm./ml. 

(c)  Identity.  Using  distilled  water,  di¬ 
lute  the  sample  to  be  tested  to  a  concen¬ 
tration  oP  approximately  1,000  micro¬ 
grams  per  milliliter.  To  5.0  milliliters 
of  this  solution,  add  2.0  mUllUtOTS  of  IN 
NaOH  and  heat  in  a  boiling  water  bath 
for  10  minutes.  C(x>l  in  ice  water  for  3 
minutes  and  then  acidify  the  solution 
by  adding  2.0  milliliters  of  1.217  HCL 


Add  5.0  milliliters  od  0.25  percent  ferric 
chloride  reag^t,  prepared  as  directed 
in  8 141b.l08(b)(l).  A  violet  color 
appears. 

§  141b.l07  Streptomycin  ointment;  di¬ 
hydrostreptomycin  ointment ;  po¬ 
tency. 

(a)  Streptomycin  content.  Proceed  as 
directed  in  §  141b.l01  except  paragraphs 
(j)  and  (k)  thereof,  and  in  lieu  of  the 
directions  in  §  141b.l0i  (e) ,  prepare  the 
sample  as  follows:  Accurately  weigh  the 
tube  and  contents  and  squeeze  approxi¬ 
mately  1.0  gram  into  a  blending  jar  con¬ 
taining  50  nnlliliters  of  0.10  M  potassium 
phosphate  buffer  (pH  7.8  to  8.0) .  Re¬ 
weigh  the  tube  to  obtain^weight  of  oint¬ 
ment  used  in  the  test.  Using  a  high¬ 
speed  blender,  blend  the  mixture  for  3 
minutes.  Dilute  an  aliquot  of  the  mix¬ 
ture  to  contain  100  micrograms  of  strep¬ 
tomycin  base  (estimated)  per  milliliter. 
Transfer  1.0  milliliter  of  this  solution  to 
a  100-milliliter  flask  and  make  up  to 
volume  with  0.10  M  potassium  phosphate 
buffer  (pH  7.8  to  8.0).  Use  this  last 
dilution  in  the  assay  for  potency.  The 
potency  of  streptomycin  ointment  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  micrograms 
of  streptomycin  base  per  gram  it  is  rep¬ 
resented  to  contain. 

(b)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  paragraph  (a)  of 
this  section,  using  the  dihydrostreptomy¬ 
cin  working  standard  as  a  standard  of 
comparison.  Its  content  of  dihydro¬ 
streptomycin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  micrograms  of  dihydrostreptomycin 
base  per  gram  it  is  represented  to  con¬ 
tain. 

§  141b.l08  Dihydrostreptomycin  sulfate, 
crystalline  dihydrostreptomycin  sul¬ 
fate,  dihydrostreptomycin  hydro¬ 
chloride. 

(a)  Potency.  Using  the  dihydrostrep¬ 
tomycin  working  standard  as  a  standard 
of  comparison,  proceed  as  directed  in 
§  141b.l01.  Its  potency  is  satisfactory 
if  it  contains  not  less  than  90  percent  of 
the  number  of  milligrams  that  it  is  rep¬ 
resented  to  contain. 

(b)  Content  of  streptomycin  sulfate 
or  streptomycin  hydrochloride — (1)  Rea- 
gents,  (i)  10  percent  ferric  chloride  stock 
solution.  Dissolve  5  grams  of  FeChCHtO 
in  50  milliliters  0.1  N  HCl. 

>  (ii)  0.25  percent,  ferric  chloride  solu¬ 
tion — ^Dilute  2.5  mUliliters  of  10  percent 
ferric  chloride  in  0.1  N  HCl  to  100  milli¬ 
liters  with  0.01  N  HCl.  Prepare  the  solu¬ 
tion  fresh  daily. 

(2)  Standard  curve.  Keep  the  work¬ 
ing  standard  (obtained  from  the  Food 
and  Drug  Administration)  at  —20*  C. 
in  tightly  stoppered  containers  which  in 
turn  are  kept  in  larger  stoppered  vials 
containing  a  suitable  desiccant.  Dry  an 
appropriate  amount  of  the  working 
standard  at  100*  C.  and  a  pressure  of  5 
millimeters  or  less  for  4  hours.  Pre¬ 
pare  a  stock  aqueous  solution  containing 
1.0  milligram  of  streptomycin  base  per 
milliliter.  Store  this  standard  solution 
in  a  refrigerator  and  use  for  no  longer 
than  2  weeks.  Transf^  1.0,  2.0,  3.0,  4.0, 
and  5.0  milliliters  of  this  standard  solu¬ 
tion  and  10  milliliters  of  distilled  water 
to  each  of  six  25-milliliter  volumetric 
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flasks.  Add  9.0,  8.0.  7^.  6X).  and  5.0 
milliliterB  of  distilled  water  to  the  five 
tubes,  respectively,  to  give  each  a  total 
volume  of  10  milliliters.  To  each  add 
2.0  milliliters  of  1  N  NaOH  emd  then 
heat  the  flasks  in  a  boiling  water  bath  for 
10  minutes.  Cool  the  fla;^  in  ice  water 
for  3  minutes  and  acidify  the  solutions 
with  2.0  milliliters  of  1.2  N  HCl.  To  each 
flask  add  5.0  milliliters  of  0.25  percent 
ferric  chloride  reagent,  make  to  volume 
•with  distilled  water,  and  mix  thoroughly. 
Transfer  the  colored  solutions  to  2.0- 
centimeter  absorption  cells  and  measure 
the  percent  light  transmission  at  530  mu 
in  a  suitable  photoelectric  colorimeter. 


Set  the  ooloriaeter  at  100  percent  Bght 
transmission  for  the  zero  ooncoiiTation 
end  then  obtain  the  percent  light  trans¬ 
mission  of  the  sample.  -Prepere  a  stand¬ 
ard  curve  on  semilog  paper,  plotting  the 
percent  light  transmission  on  the 
logarithmic  ordinate  scale  and  the  con¬ 
centration  of  streptomycin  base  on  the 
abscissa. 

(3)  Procedure.  Dilute  the  contents  of 
a  vial  or  a  sufficient  amount  of  bulk  ma¬ 
terial  to  give  a  concentration  of  approxi¬ 
mately  20  milligraxns  per  milliliter. 
From  the  amount  of  streptomycin  ob¬ 
tained.  calculate  the  percent  streptomy¬ 
cin  as  follows: 


_ Milligrams  of  streptomycin  X 100 _ 

Percent  streptomycin  —  nf  rtUnydrostreptomycln  found  In  the  sample  used. 


(c)  Sterility.  Proceed  as  directed  in 
§  141b.l02.- 

(d)  Toxicity,  pyrogens,  histamine, 

moisture,  pH,  crystallinity.  Proceed  as 
directed  in  §§  141b.l03.  141b.l04. 

141b.l05. 141b.l06.  and  141a.5  (c)  of  this 
chapter. 

§  141b.l09  Streptomycin  taUets;  di- 
hydrofitreptomycm  taUeCs. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Using  12  tablets,  proceed  as  di¬ 
rected  in  §  141b.l01.  except  §  141b.l01 
(j)  and  (k) ,  and  in  lieu  of  the  directions 
in  §  141b.l01  (e) .  prepare  the  sample  as 
follows:  Place  the  tablets  in  a  glass 
blending  jar  containing  500  milliliters 
of  0.1  M  potassium  phosphate  buffer^ 
pH  8.0.  Using  a  high-speed  blender, 
blend  for  3  to  5  minutes  and  then  make 
the  proper  estimated  dilutions  in  the 
buffer  solution;  except  if  it  is  a  Ixdus, 
use  three  tablets  and  grind  with  a  mor¬ 
tar  and  pestle  before  blending.  The 
average  potency  of  streptomycin  tablets 
is  satisfactory  if  it  contains  not  less 
than  85  percent  of  the  number  of  milli¬ 
grams  that  it  is  represented  to  contain. 

(2)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (1) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  a 
standard  of  comparison.  The  average 
potency  of  dihs^rostreptomycin  tablets 
is  satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams  it 
is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.5  (a)  of  this  chapter. 

(c)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c)  of  this  chapter. 

§  141b.ll0  Streptomycin  for  topical  nse. 

(a)  Potency.  Proceed  as  directed  In 
1 141b.l01,  except  paragraph  <k) 
thereof.  The  potency  of  streptomycin 
for  topical  use  is  satisfactory  if  the  im¬ 
mediate  containers  are  represented  to 
contain: 

'  (1)  Less  than  500  milligrams  and  con¬ 
tain  85%  or  more  of  the  number  of 
milligrams  so  represented; 

(2)  More  than  500  milTIgramg  and 
contain  90%  or  more  of  the  number  of 
milligrams  so  represented. 

(b)  Sterility,  toxicity,  pyrogens,  htsta- 
nine,  moisture,  pH.  Proceed  as  directed 
in  §§  141b.l02  to  141b.l06. 


§  141b.lll  Streptomycin  sulfate  sola, 
lion ;  dihydrostreptomycin  snlfate 
solution;  crystalline  dsbydrostrepto* 
mycin  sulfate  solution. 

(a)  If  it  is  streptomycin  sulfate  solu¬ 
tion.  proceed  as  directed  in  §§  141b.  101, 
141b.l02. 141b.l04. 141b.l05.  and  141b.l06 
(b)  and  (c),  and  for  the  toxicity  test 
proceed  as  directed  in  S  141a.4  of  this 
chapter,  using  as  a  test  dose  0.5  milliliter 
of  a  solution  containing  1.5  milligrams 
per  milliliter. 

(b)  If  it  is  dihydrostreptomycin  sul¬ 
fate  solution  or  (uystalliiie  dihydrostrep¬ 
tomycin  sulfate  solution,  proceed  as 
directed  in  §  141b.l08.  except  in  lieu  of 
the  directions  in  S  141b.l08  (b)  determine 
the  streptomycin  content  as  follows: 

<1)  Preparation  of  standard.  Prepare 
a  standard  aqueous  solution  of  the  Food 
and  Drug  AdministaiaticMi  streptomycin 
working  standard  containing  0.25  milli¬ 
gram  of  streptcunycin  base  per  milliliter. 
Transfer  1.0.  1.5.  and  2.0  milliliter  ali¬ 
quots  to  test  tubes  <approximately  16 
millimeters  X 150  millimetCTS) .  Add  IJ. 
0.5,  and  0  milliliter  c£  distilled  water  to 
give  a  2.0-millilit»  vedmne. 

<2)  Preparation  of  sample.  Dilate  LO 
milliliter  of  the  (Uhydrostreptomyctn 
sulfate  solution  to  be  tested  (containing 
250  to  500  nxilligrams  of  dihsrdrostrepto- 
mycin)  to  25.0  milliliters  in  a  vcdumetiic 
flask.  Transfer  2.0  milliliters  to  a  test 
tube. 

(3)  Blank.  Use  2.0  milliliters  of  dis¬ 
tilled  water. 

(4)  Procedure.  To  each  tube  oontain- 
ing  2.0  milliliters,  add.  In  turn.  8.0  milli¬ 
liters  of  0.1  N  NaOH  (freshly  prepared 
from  1  N  NaOH).  mix  thoroughly,  and 
immediately  determine  the  optical  den¬ 
sity  at  325  m/t  in  a  suitable  spectropho¬ 
tometer.  Set  the  spectrophotometer  at 
100-percent  light  transmission  for  the 
blank  similarly  treated.  Return  the 
solution  to  the  test  tube,  heat  in  a  boil- 
tng  water  balh  for  10  minutes,  cool  in 
an  ice  bath  for  8  minutes,  and  allow  to 
come  to  room  temperature.  Determine 
the  optical  denMty  at  325  m^.  The  dif¬ 
ference  in  reading  befete  and  after  heat¬ 
ing  is  the  optical  density  of  the  aliquot. 
Prepare  a  standard  curve.  The  concen- 
tratioa  of  ^aeptomycln  in  the  sample 
solution  obtained  dbrectly  from  the 
standard  curve  times  1,350,  divided  by 
the  number  of  milligrams  of  dihydro¬ 
streptomycin  hi  the  original  difaydro- 
streptomycin  solution,  eqmds  the  percent 

streptomycin. 


1411>.112  Streptomycin-polymyxin. 
bacitraeSa  nimets. 

(a)  Tablets — Cl)  Potency — (i)  Strep¬ 
tomycin  content.  Using  12  tablets, 
proceed  as  directed  in  §  141b.l09(a)  (1). 
Its  content  of  streptomycin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(ii)  Polymyxin  content.  Using  12  ad¬ 
ditional  tablets,  proceed  as  directed  in 
paragraph  (b)  of  this  section.  Its  con¬ 
tent  of  polymyxin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(iii)  Bacitracin  content.  Proceed  as 
directed  in  S  141e.403(a)  of  this  chapter, 
except  use  the  test  organism  and  pre¬ 
pare  the  standard  curve  as  directed  in 
S  141a.49(a)  (2)  (ii)  of  this  chapter.  Its 
content  of  bacitracin  is  satisfactory  11  it 
contains  not  less  ihan  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Moisture.  Proceed  as  directed  in 
§  141a.5  Ca)  of  this  chsq;)ter. 

(3)  Disintegration  time.  Proceed  as 
directed  in  S  141a.9(c)  of  this  chapter. 

(b)  Polymyxin  used  in  making  the 
tablets — (1)  Potency — (i)  Cylinders 
(cups).  Use  cylinders  described  under 
S  141aJL  (a)  of  this  chapta*. 

(ii)  Culture  medium.  Using  ingredi¬ 
ents  that  conform  to  the  standards  pre¬ 
scribed.  if  any,  by  the  U.  S.  P.  or  N.  F., 
make  nutrient  agar  for  the  seed  and  base 
layers: 

(a)  Base  layer. 

Pancreotie  digest  of  cosHn  _ _ _  17. 0  gm. 

Piq)alc  dlge^  of  soytMan _  3. 0  gm. 

Sodium  chloride _  S.  0  gm. 

Dipotaseium  phosphate _ _  3.  5  gm. 

Dextrose _  3.  6  gm. 

Agar -  30. 0  gm. 

Distilled  water,  q.  s _  1,000.0  ml. 

Pinal  pH _  7.  t. 

(b)  Seed  layer.  For  seed  layer  make 
the  following  (ffianges  in  the  medium  de¬ 
scribed  in  (a)  of  this  subdivision. 

Agar _ 18.  Ogm. 

Tween  80  (add  Tween  80  after 

boiling)  _ 10. Ogm. 

Pinal  pH _ 7.8. 

In  lieu  of  preparing  the  medium  from 
^e  Individual  ingredients  as  specifled. 
It  may  be  prepared  from  a  del^drated 
mixture  which,  when  reconstituted  with 
distilled  water,  has  the  same  composition 
as  su^  medium.  Minor  modifications 
of  the  specified  individual  ingredients 
are  permissible  if  the  resulting  medium 
possesses  growth-promoting  properties 
at  least  equal  to  the  medium  described. 

<ifl)  Working  stondetrd.  Weigh  out  a 
sufficient  quantity  of  the  woiidni^  stand¬ 
ard  (obtained  from  the  U.SP.  Reference 
Standards  Committee.  46  Paik  Avenue. 
New  York  16,  N.Y.) ,  dried  as  described  in 
f  141a.5(a)  d  this  chapter,  and  dissolve 
in  2.6  milliliters  nt  (UattUed  water,  then 
add  suffleieBt  It  percent  potassium  phos¬ 
phate  buffer.  pH  6.0,  to  make  a  1,000 
units  per  mfillliter  stock  solution.  This 
solution  may  be  used  for  2  weeks  if  kept 
in  refrigerator. 

Uv)  Standard  curve.  Prepare  daily  a 
standard  curve  as  directed  In  1 141a.21 

(c)  (1)  <vll)  of  this  chapter,  with  the 
following  exceptions:  Using  a  solution 
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of  the  polymyxin  working  standard  in 
10  percent  potassium  phosphate  buffer, 
pH  6.0.  prepare  volumetrically  the  fol¬ 
lowing  concentrations:  6.4. 8.0. 10.0, 12.5, 
and  15.6  units  per  milliliter  in  10  percent 
potassium  phosphate  buffer,  pH  6.0.  The 
10  units  per  milliliter  concentration  is 
used  as  the  reference  point. 

(v)  Preparation  of  test  organism. 
The  test  organism  is  Brucella  bronchi- 
septica  (American  Type  Culture  Collec¬ 
tion  4617)  which  is  maintained  on  agar 
described  under  subdivision  (ii)  (a)  of 
this  subparagraph.  Inoculate  a  Roux 
bottle  containing  this  agar,  subdivision 
(ii)  (a),  from  a  stock  slant  and  incubate 
24  hours  at  32“  C.-35“  C.  Wash  the 
growth  into  sterile  distilled  water  and 
standardize  the  resulting  organism  sus¬ 
pension  to  50-percent  light  transmission 
using  a  filter  having  a  wave  length  of 
6,500  A.  Run  test  plates,  and  use  in  the 
assay  the  amount  of  inoculum  per  10 
milliliters  of  seed  agar  which  gives  (ca) 
15.0-millimeter  zones  of  inhibition 
against  the  test  organism  with  the  100 
units  per  milliliter  solution  of  poljnnyxin. 
Make  a  new  suspension  every  two  weeks. 

(vi)  Preparation  of  plates.  Using  the 
agar  described  in  subdivision  (ii)  of  this 
subparagraph,  prepare  the  plates  as  de¬ 
scribed  in  S  141b.l01  (g) ,  except  allow  the 
agar  for  the  secondary  layer  to  cool  to 
48*  C.-50*  C.  before  adding  the  inoculum. 
It  is  not  necessary  to  refrigerate  the 
plates. 

(vii)  Assay.  Dissolve  in  sufficient 
sterile  distilled  water  to  give  a  concen¬ 
tration  of  30,000  units  (estimated)  per 
milliliter.  Add  sufficient  10  percent 
potassium  phosphate  buffer,  pH  6.0  to 
make  an  appropriate  stock  solution.  Di¬ 
lute  further  in  sterile  10  percent  potas¬ 
sium  phosphate  buffer.  pH  6.0,  to  a  final 
concentration  of  10  units  (estimated) 
per  milliliter,  and  proceed  as  directed  in 
§  Hlb.lOl  (h)  and  (i) . 

(2)  Toxicity.  Proceed  as  directed  in 
§  141a.4  of  this  chapter,  using  0.5  milli¬ 
liter  of  a  solution  prepared  by  diluting 
the  sample  to  approximately  1,200 
units  per  milliliter  with  physiological  salt 
solution. 

§  141b.ll3  Streptomycin  syrup;  strep¬ 
tomycin  in  gel  (streptomycin  oral 
suspension) ;  dihydrostreptomycin 
syrup ;  dihydrostreptomycin  in  gel 
(dihydrostreptomycin  oral  suspen¬ 
sion). 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Proceed  as  directed  in  §  141b.l01, 
except  §  141b.l01(k),  and  except  that  if 
it  is  in  an  oil  base  proceed  as  directed  in 
§  141a.35  (a)  (2)  of  this  chapter.  Its 
potency  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  of  streptomycin  that  it  is 
represented  to  contain. 

(2)  Dihydrostreptomycin  content. 
Using  dihydrostreptomycin  working 
standard  as  the  standard  of  comparison, 
proceed  as  directed  in  S  141b.l01,  except 
§141b.l01  (k),  and  except  that  if  it 
is  in  an  oil  base  proceed  as  directed  in 
S  141a.35  (a)  (3)  of  this  chapter.  Its 
potency  is  satisfactory  if  it  contains  not 
less  than  *85  percent  of  the  number  of 
milligrams  of  dihydrostreptomycin  that 
it  is  represented  to  contain. 


§  141b.ll4  Streptomycin-bacitracin- 
polymyxin  gause  pads. 

(a)  Potency.  Proceed  as  directed  in 
8  141b.ll2(a)  (1) ,  except  soak  the  sample 
for  not  less  than  1  hour  with  frequent 
agitation. 

(b)  Sterility.  Using  individual  pads 
proceed  as  directed  in  §  141b.l02.  This 
method  will  demonstrate  only  those  or¬ 
ganisms  which  are  not  susceptible  to 
these  concentrations  of  streptomycin, 
bacitracin,  and  polymyxin. 

(c)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

§  141b.ll5  Streptomycin  otic  with  anti¬ 
fungal  agent ;  dihydrostreptomycin 
otic  with  antifungal  agent. 

(a)  Potency.  Proceed  as  directed  in 
§  141b.l01,  except  paragraph  (k)  thereof, 
and  if  it  is  dihydrostreptomycin  otic  with 
antifungal  agent  use  the  dihydrostrepto¬ 
mycin  working  standard  as  a  standard 
of  comparison.  Its  potency  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin 
per  milliliter  that  it  is  represented  to 
contain. 

(b)  pH.  Proceed  as  directed  in  §  141a.5 

(b)  of  this  chapter,  using  the  undiluted 
solution  or  suspension. 

§  141b.  116  Streptomycin-kaolin-pectin- 
aluminum  hydroxide  gel  powder  vet¬ 
erinary  ;  dihydrostreptomycin-kaolin- 
pectin-aluminum  hydroxide  gel  pow¬ 
der  veterinary. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Using  3.0  grams  of  the  sample, 
proceed  as  directed  in  §  141b.l01.  ex¬ 
cept  paragraph  (k)  of  that  section. 
Its  potency  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milligrams  of  streptomycin  it  is  repre¬ 
sented  to  contain. 

(2 )  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (1) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  a 
standard  of  comparison.  Its  potency  is 
satisfactory  if  it  contains  not  less  Uian 
85  percent  of  the  number  of  milligrams 
of  dihydrostreptomycin  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

§  141b.ll7  Streptomycin  for  inhalation 
therapy;  dihydrostreptomycin  for  in¬ 
halation  therapy. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Proceed  as  directed  in  §  141b.l01, 
except  if  it  is  packaged  with  inert  gases 
proceed  as  follows:  Use  not  less  than 
6  immediate  containers.  Place  one- 
half  the  number  of  such  containers 
in  a  suitable  sharp  freezing  unit  having 
a  temperature  not  higher  than  —30” 
C.  After  freezing,  cut  open  the  con¬ 
tainers  and  transfer  the  contents  of 
each  to  a  suitable  beaker  and  allow 
gas  to  evaporate.  After  gas  has  evapo¬ 
rated,  wash  and  dry  the  residue  remain¬ 
ing  in  the  containei*  into  the  beaker  with 
sterile  distmed  water,  after  which  wash 
the  entire  contents  of  the  beaker  into  a 
500-milliliter  volumetric  fiask  and  make 
to  mark  with  sterile  distilled  water. 
Use  an  appropriate  aliquot  of  each  of 
these  solutions  and  proceed  as  directed 


in  8  141b.l01  to  determine  the  average 
total  quantity  of  streptomycin  in  each 
container.  Expel  the  drug  from  each  of 
the  remaining  containers  as  directed  in 
its  labeling.  After  all  gas  (with  drug) 
has  been  expelled,  cut  open  the  contain¬ 
ers  and  place  each  in  a  large  beaker 
containing  500  milliliters  of  sterile  dis¬ 
tilled  water.  Let  stand  for  not  less  than 
15  minutes,  with  frequent  agitation. 
Remove  an  aliquot  and  proceed  as  di¬ 
rected  in  §  141b.l01  to  determine  the 
quantity  of  streptomycin  that  remains  in 
each  container.  The  quantity  of  strep¬ 
tomycin  expelled  is  determined  by  sub¬ 
tracting  the  average  amount  of  the 
residue  found  from  the  average  total 
amount  contained  in  the  containers.  Its 
potency  is  satisfactory  if  it  contains  not 
less  than  90  percent,  or  85  percent  if  it  is 
packaged  with  inert  gases,  of  the  num¬ 
ber  of  milligrams  of  streptomycin  that 
it  is  represented  to  contain. 

(2)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (1) 
of  this  paragraph,  except  use  the  dihy¬ 
drostreptomycin  working  standard  as  a 
standard  of  comparison.  Its  potency  is 
satisfactory  if  it  contains  not  less  than 
90  percent,  or  85  percent  if  it  is  packaged 
with  inert  gases,  of  the  number  of  milli¬ 
grams  of  dihydrostreptomycin  that  it  is 
represented  to  contain. 

(b)  Unless  it  is  packaged  with  inert 
gases,  toxicity,  histamine,  moisture,  pH, 
streptomycin  content  (if  it  is  dihydro¬ 
streptomycin),  crystallinity  (if  it  is 
crystalline  dihydrostreptomycin) .  Pro¬ 
ceed  as  directed  in  §§  141b.l03,  141b.l05. 
141b.l06.  141b.l08  (b).  and  141a.5  (c)  of 
this  chapter. 

(c)  If  it  is  packaged  with  inert  gases, 
moisture.  Proceed  as  directed  in  §  141a.7 

(c)  of  this  chapter,  but  in  lieu  of  the 
directions  for  preparing  the  sample  in 
8  141a.7  (c)  (3)  of  this  chapter  prepare 
the  sample  and  calculate  as  follows: 
Freeze  the  container  as  described  in  par¬ 
agraph  (a)  of  this  section.  After  freez¬ 
ing,  open  the  container  and  remove  a 
representative  10-milliliter  aliquot. 
Place  this  sample  in  a  dry  titrating  ves¬ 
sel.  immediately  add  an.  excess  of  Karl 
Fischer  reagent,  and  back-titrate  with 
water-methanol  solution  until  the  end¬ 
point  is  reached. 

Percent  moisture = 

100 

§  141b.ll8  Dihydrostreptomycin-strep¬ 
tomycin  sulfates. 

(a)  Potency.  Proceed  as  directed  in 
§  141b.l08(a).  Its  total  potency  is  satis¬ 
factory  if  it  contains  not  less  than  90 
percent  of  the  combined  number  of  mil¬ 
ligrams  of  dihydrostreptomycin  and 
streptomycin  that  it  is  represented  to 
contain. 

(b)  Content  of  streptomycin  sulfate. 
Proceed  as  directed  in  §  141b.l08  (b), 
making  appropriate  dilutions  so  that  the 
aliquot  used  for  the  colorimetric  meas¬ 
urement  contains  5.0  milligrams  of 
streptomycin  (estimated)  and  modify 
the  calcinations  in  accordance  with  the 
dilutions  made.  Its  content  of  strepto¬ 
mycin  is  satisfactory  if  it  contains  not 
less  than  45  percent  and  not  more  than 
55  percent  of  the  total  potency  as  de¬ 
termined  under  paragraph  (a)  of  this 
section. 
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(c)  Sterility,  toxicity,  pyrogens,  his¬ 
tamine,  moisture,  pH.  Using  the  total 
potency  of  the  sample  for  preparing  di¬ 
lutions  and  weighings,  proceed  as  di¬ 
rected  in  §§  141b.l02.  141b.l03.  141b.l04. 
Hlb.lOS,  and  141b.l06. 

§  141b.ll9  Streptomycin  sulfate  veteri¬ 
nary  ;  dihydrostreptomycin  sulfate 
veterinary;  dihydrostreptomycin  hy¬ 
drochloride  veterinary. 

(a)  Potency.  If  it  is  streptomycin 
sulfate  veterinary,  proceed  as  directed  in 
§  141b.l01.  If  it  is  dihydrostreptomycin 
sulfate  veterinary  or  dihydrostrepto¬ 
mycin  hydrochloride  veterinary,  proceed 
as  directed  in  §  141b.l01(j),  using  the 
dihydrostreptomycin  working  standard 
as  the  standard  of  comparison. 

(b)  Toxicity.  Proceed  as  directed  in 
§  141b.l03. 

(c)  Moisture.  Using  a  1-gram  sam¬ 
ple.  proceed  as  directed  in  §  141a.5  (a) 
of  this  chapter. 

(d)  pH.  Proceed  as  directed  in 
8  141b.l06  (b). 

(e)  Streptomycin  content  (if  it  is  di¬ 
hydrostreptomycin)  .  Proceed  as  directed 
in  §  141b.l08  (b) . 

§  141b.l20  Streptomycin  sulfate  powder 
oral  veterinary;  streptomycin  sulfate 
granules  oral  veterinary ;  dihydro¬ 
streptomycin  sulfate  powder  oral  vet¬ 
erinary;  dihydrostreptomycin  sulfate 
granules  oral  veterinary;  dihydro¬ 
streptomycin  hydrochloride  powder 
oral  veterinary;  dihydrostreptomycin 
hydrochloride  granules  oral  veteri¬ 
nary. 

(a)  Potency.  Proceed  as  directed  in 
§  141b.l01.  except  if  it  contains  di¬ 
hydrostreptomycin  use  the  dihydro¬ 
streptomycin  working  standard  as  the 
standard  of  comparison.  Its  potency 
is  satisfactory  if  it  contains  not  less  than 
90  percent  of  the  number  of  milligrams 
of  streptomycin  or  dihydrostreptomycin 
per  gram  that  it  is  represented  to 
contain. 

(b)  Moisture.  Using  a  1-gram  sam¬ 
ple,  proceed  as  directed  in  §  141a.5  (a) 
of  this  chapter. 

§  141b.l21  Streptonicozid  sulfate. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Dilute  the  sample  with  hydro¬ 
chloric  acid  solution  pH  1.5  to  1,000  mi¬ 
crograms  per  milliliter  (estimated  strep¬ 
tomycin  activity) .  Heat  at  50“  C.  for  30 
minutes,  cool  rapidly  and  proceed  as  di¬ 
rected  in  §  141b.  101.  The  streptomycin 
potency  of  streptonicozid  sulfate  is 
satisfactory  if  the  immediate  containers 
contain  90  percent  of  the  streptomycin 
activity  they  are  represented  to  contain. 

(2)  Isonicotinic  acid  hydroxide  con¬ 
tent —  (i)  Reagents,  (a)  0.1  N  KBrOi- 
KBr  solution:  Dissolve  3  grams  of  KBrOt 
and  15  grams  of  KBr  in  sufBcient  water 
to  make  1,000  milliliters. 

(b)  Concentrated  hydrochloric  acid. 

(c)  20 -percent  potassium  iodide  solu¬ 
tion. 

(d)  0.05  N  Na>StOs  (accurately  standr 
ardized  against  KlOt) . 

(ii)  Preparation  of  sample.  Place  an 
accurately  weighed  sample  of  approxi¬ 
mately  250  milligrams  or  an  aliquot  of  a 


solution  containing  250  milligrams  of 
streptonicozid  sulfate  into  a  250-milli- 
liter  iodine  flask.  Add  sufficient  water  to 
give  a  volmne  of  25  milliliters. 

(iii)  Blank.  Add  25  milliliters  of  dis¬ 
tilled  water  in  a  250-milliliter  iodine 
flask. 

(iv)  Procedure.  To  each  iodine  flask 
containing  the  sample  and  blank,  add  25 
milliliters  of  0.1  N  KBrOt-KBr  solution 
and  5  milliliters  of  concentrated  HCl. 
Stopper  the  flasks,  and  place  distilled 
water  in  the  wells  around  the  stopper. 
Allow  the  flasks  to  stand  for  15  minutes 
at  room  temperature,  and  then  add  5 
milliliters  of  20-percent  potassium  iodide 
solution  to  each  flask.  Titrate  the  lib¬ 
erated  iodine  with  0.05  N  NajSiO*,  using 
starch  as  an  indicator. 

(V)  Calculations. 


where: 

B=  milliliters  of  Na^,0,  required  for  the 
blank. 

5=  milliliters  of  Na^,0,  required  for  the 
sample. 

N—  normality  of  the  Na,S,0, 

W=  milligrams  of  sample. 

(b)  Absorptivity.  Accurately  weigh 
approximately  100  milligrams  of  the 
sample;  dissolve  in  distilled  water,  and 
make  to  100  milliliters.  Dilute  a  5-mil¬ 
liliter  aliquot  of  this  solution  to  100  mil¬ 
liliters,  allow  to  stand  at  room  tempera¬ 
ture  for  15  minutes,  and,  using  a  suitable 
spectrophotometer,  determine  the  ab¬ 
sorbance  of  the  solution  ii^  a  1-centi¬ 
meter  cell  at  260  m/u  compared  with  dis¬ 
tilled  water  as  a  blank. 


Absorbance  at  260  m/iX  20,030 
Milligrams  of  sample 


Absorptivity  (1%,  1  cm.) 


(c)  Toxicity.  Proceed  as  directed 
under  §  141a.4  of  this  chapter,  using  as  a 
test  dose  0  5  milliliter  of  a  solution  con¬ 
taining  1,000  micrograms  cf  streptomy¬ 
cin  activity  per  milliliter. 

(d)  Sterility.  Proceed  as  directed 
under  §  141a.2  of  this  chapter,  using  the 
equivalent  of  approximately  0.5  gram 
streptomycin  activity,  except  that 
neither  penicillinase  nor  the  control 
tube  is  used  in  the  test  for  bacteria. 

( e '  Pyrogens,  histamine,  moisture,  pH, 
and  crystallinity.  Proceed  as  directed 
under  §§  141b.l04.  141b.l05.  141b.l06, 
and  141a.5  (c)  of  this  chapter. 

§  141b.  122  Dihydrostreptomycin-strep- 
tomycin  sulfates  solution. 

(a)  Combined  potency  of  dihydro¬ 
streptomycin  and  streptomycin:  content 
of  streptomycin.  Proceed  as  directed  in 
§141b.ll8  (a)  and  (b). 

(b)  Sterility,  toxicity,  pyrogens,  his¬ 

tamine.  Proceed  as  directed  in 
§§  141b.l02,  141b.l03.  141b.l04.  and 

141b.l05. 

(c)  pH.  Using  the  undiluted  solu¬ 
tion,  proceed  as  directed  in  §  141a.5  (b) 
of  this  chapter. 

§  141b.l23  Streptomycin-penicillin-sul- 
fonamide  with  kaolin  and  pectin;  di- 
hydrostreptomjcin-penicillin  -  sulfon¬ 
amide  with  kaolin  and  pectin. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Proceed  as  directed  in  §  141b.  101. 
Its  potency  is  satisfactory  if  it  contains 
not  less  than  90  percent  of  the  number 
of  milligrams  of  streptomycin  it  is  repre¬ 
sented  to  contain. 

(2)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (1) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  a 
standard  of  comparison.  Its  potency  is 
'Satisfactory  if  it  contains  not  less  than 
90  percent  of  the  number  of  milligrams 
of  dihydrostreptomycin  it  is  represented 
to  contain. 

(3)  Penicillin  content.  Proceed  as  di¬ 
rected  in  §  141a.l  of  this  chapter.  Its 
potency  is  satisfactory  if  it  contains  not 
less  than  90  percent  of  the  number  of 
units  of  penicillin  it  is  represented  to 
contain. 


(b)  Moisture  content.  Proceed  as  di¬ 
rected  in  §  141a.5  (a)  of  this  chapter. 

(c)  pH.  Prepare  the  suspension  as 
directed  in  the  labeling  of  the  drug  and 
proceed  as  directed  in  §  l41a.5  (b)  of 
this  chapter. 

§  141b.l24  Streptomycin  hydrochloride 
solution  oral  veterinary;  streptomy¬ 
cin  sulfate  solution  oral  veterinary. 

(a)  Potency.  Proceed  as  directed  in 
§  141b.  101.  Its  potency  is  satisfactory  if 
it  contains  not  less  than  90  percent  of 
the  number  of  milligrams  of  streptomy¬ 
cin  per  milliliter  that  it  is  represented  to 
contain. 

(b)  Toxicity.  Proceed  as  directed  in 
§  141b.l03. 

(c)  pH.  Proceed  as  directed  in 
S  141b.l06  (b). 

§  141b.l25  Dihydrostreptomycin-strep¬ 
tomycin  sulfates  with  isonicotinic 
acid  hydrazide. 

(a)  TotcU  potency — (1)  Preparation 
of  sample— (i)  Reagents — (a)  Benzalde- 
hyde.  Boiling  point  75-76“  C./16  milli¬ 
meters; 

(b)  Acetone.  Reagent  grade. 

(ii)  Apparatus.  An  extraction  funnel 
is  prepared  by  fusing  a  groimd-glass 
stopper  to  the  top  of  a  medium  porosity 
sintered-glass  Alter  funnel  (30-millime¬ 
ter  diameter) 

(iii)  Procedure.  The  entire  sample  is 
quantitatively  transferred  to  the  funnel 
as  follows;  Pour  the  dry  sample  into  the 
funneL  Wash  any  material  remaining 
in  the  bottle  with  three  5.0-milliliter 
portions  .of  benzaldehyde,  placing  the 
wsishings  into  the  funnel.  Stopper  the 
funnel  and  shake  occasionally  for  3  min¬ 
utes.  Filter  off  the  benzaldehyde  by 
vacuum.  Repeat  the  shaking  with  two 
more  15-milliliter  portions  of  benzalde¬ 
hyde.  discarding  all  benzaldehyde  fil¬ 
trates.  Wash  the  residue  in  the  funnel 
with  about  10  milliliters  of  acetone,  dis¬ 
carding  the  acetone  flltrate.  Dissolve 
the  streptomycin  and  dihydrostreptomy¬ 
cin  in  the  funnel  with  about  25  milliliters 
of  water  and  transfer  the  solution  to  a 
500-milliliter  volumetric  flask.  Wash 
the  funnel  with  water  and  transfer  the 
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washings  to  the  volumetric  flask.  Fi¬ 
nally,  wash  the  funnel  with  water  by  Al¬ 
tering  the  water  by  vacuum  and  add  the 
filtrate  to  the  volumetric  flask.  Dilute 
the  sample  to  500  milliliters  with  distilled 
water,  then  proceed  as  directed  in 
S  141b.l01  (j),  using  the  dihydrostrepto¬ 
mycin  working  standard  as  the  standard 
of  comparison.  The  total  potency  is 
satisfactory  if  it  contains  not  less  than 
90  percent  of  the  combined  number  of 
milligrams  of  dihydrostreptomycin  and 
streptomycin  that  it  is  represented  to 
contain. 

(b)  Content  of  streptomycin  sulfate. 
Using  an  aliquot  of  the  solution  prepared 
as  directed  in  paragraph  (a)  of  this 
section,  proceed  as  directed  in  S  141b.l08 

(b),  making  appropriate  dilutions  so 
that  the  aliquot  ultimately  used  for  the 
colorimetric  measurement  contains  5.0 
milligrams  of  streptomycin  (estimated), 
and  modify  the  calculations  in  accord¬ 
ance  with  the  dilutions  nmde.  Its  con¬ 
tent  of  streptomycin  is  satisfactory  if  it 
contains  not  less  than  45  percent  and 
not  more  than  55  percent  of  the  total 
potency, as  determined  under  paragraph 

(a)  of  this  section. 

(c)  Isonicotinic  acid  hydrazide  con¬ 
tent.  Proceed  as  directed  under  §  141b.- 
121  (a)  (2). 

(d)  Sterility,  pyrogens,  histamine, 

moisture,  pH.  Using  the  total  potency 
of  the  sample  for  preparing  dilutions 
and  weighings,  proceed  as  directed  in 
S§  141b.l02,  141b.l04,  141b.l05,  and 

141b.l06. 

(e)  Toxicity.  Proceed  as  directed  un¬ 
der  §  141a.4  of  this  chapter,  using  as  a 
test  dose  0.5  milliliter  of  a  solution  con¬ 
taining  1,000  micrograms  of  total  activ¬ 
ity  per  niilliliter. 

§  141b.l26  Streptomjrcin-eryZhromycin 
ointment. 

(a)  Ointment — (1)  Potency — (i) 
Streptomycin  content.  Proceed  as  di¬ 
rect^  in  §  141b.l01  (a)  through  (i) ,  ex¬ 
cept  prepare  the  sample  as  follows: 
Place  a  representative  quantity  of 
the  ointment  (usually  an  entire  con¬ 
tainer)  in  a  blending  jar  containing 
approximately  225  milliliters  of  chloro¬ 
form.  Using  a  high-speed  blender, 
blend  the  mixture  for  3  minutes.  Trans¬ 
fer  the  blended  material  to  a  large 
Buchner  funnel  (at  least  10  centimeters 
in  diameter)  fitted  with  a  highly  reten¬ 
tive  filter  paper  and  attached  to  a 
vacuum  line.  Apply  vacuum  long 
enough  to  insure  removal  of  chloroform 
from  the  filter  cake.  Place  the  filter 
cake  and  the  paper  in  a  blending  jar 
containing  250  milliliters  of  0.1  M  phos¬ 
phate  buffer,  pH  8.0,  and  blend  for  10 
minutes.  Filter  the  blended  material 
through  a  fast,  porous,  filter  paper. 
Dilute  the  filtrate  to  obtain  a  solution  for 
assay  containing  1.0  microgram  per 
milliliter.  Its  content  of  streptomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  gram  that  it  is  represented  to  con¬ 
tain. 

(il)  Erythromycin  content — (a)  cyl¬ 
inders  (cups).  Use  cylinders  described 
imder  S  141a.l  (a)  of  this  chapter. 

(b)  Culture  media.  Prepare  the  cul¬ 
ture  media  for  the  base  and  seed  layers 
and  for  canylng  the  test  organism  as 


directed  in  8  141a.l  (b)  (1)  of  this  chaiy- 
ter,-  except  for  the  base  mid  seed  layers 
adjust  the  media  to  8.0  after  sterili¬ 
zation.  Make  the  nutrient  broth  for 
preparing  an  inoculum  of  the  test  or¬ 
ganism  as  directed  in  8  141a.l  (b)  (3)  of 
this  chapter. 

(c)  Working  standard.  Keep  the 
working  standard  (obtained  from  the 
U.  S.  P.  Reference  Standards  Committee, 
46  Park  Avenue,  New  York  16,  N.  Y.)  at 
refrigeration  in  tightly  stoppered  vials, 
which  in  turn  are  kept  in  larger  stop¬ 
pered  vials  containing  a  suitable  desic¬ 
cant.  Dry  30  milligrams  to  50  milligrams 
of  the  standard  as  described  in  8  141a.5 
(a)  of  this  chapter.  Dissolve  the  weight 
of  dry  working  standard  in  sufficient 
methyl  alcohol  to  give  a  concentration 
of  10,000  micrograms  per  milliliter. 
Further  dilute  with  0.1  M  potassium 
phosphate  buffer,  pH  7.8  to  8.0,  to  give  a 
stock  solution  of  1,000  micrograms  per 
milliliter.  This  stock  solution  may  be 
kept  under  refrigeration  for  1  week. 

id)  Standard  curve.  Using  the  work¬ 
ing-standard  stock  solution,  prepare  a 
standard  curve  as  directed  in  §  141b.l01 

(d). 

(c)  Preparation  of  spore  suspension. 
The  test  organism  is  Sarcina  lutea 
(P.  C.  I.  1001).  Maintain  the  test  or¬ 
ganism  on  slants  of  nutrient  agar  de¬ 
scribed  in  (b)  of  this  subdivision  and 
transfer  to  a  fresh  agar  slant  once  a 
w'eek.  Prepare  a  suspension  of  the  test 
organism  as  follows:  Streak  an  agar 
slant  heavily  with  the  test  organism. 
Wash  the  growth  off  in  about  3  milli¬ 
liters  of  nutrient  broth  described  in  (b) 
of  this  subdivision.  Use  the  suspension 
so  obtained  to  inoculate  the  surface  of  a 
Roux  bottle  containing  300  milliliters 
of  the  nutrient  agar.  Spread  the  sus¬ 
pension  over  the  entire  surface  with  the 
aid  of  sterile  glass  beads.  Incubate  for 
24  hours  at  26®  C.  Wash  the  growth 
from  the  agar  surface  with  20  milliliters 
of  nutrient  broth  described  in  (b)  of 
this  subdivision.  If  an  aliquot  of  this 
bulk  suspension,  when^iluted  with  nu¬ 
trient  broth  1:10,  gives  a  10-percent 
light  transmission  in  a  suitable  photo¬ 
electric  colorimeter  equipped  with  a  fil¬ 
ter  having  a  wave  length  of  6,500  Ang¬ 
strom  units,  it  is  satisfactory  for  use.  It 
may  be  necessary  to  adjust  the  bulk 
suspension  by  dilution,  so  that  an  ali¬ 
quot  of  the  adjusted  suspension  diluted 
1 : 10  gives  10-percent  light  transmission. 
(The  adjusted  bulk  suspension  only,  and 
not  the  1:10  dilution  of  it,  is  used  in  pre¬ 
paring  the  seed  layer.)  The  bulk  sus¬ 
pension  may  be  used  in  the  test  for  2 
weeks.  Add  0.3  milliliter  of  the  adjusted 
bulk  suspension  to  100  milliliters  of  agar 
described  in  (b)  of  this  subdivision, 
which  has  been  melted  and  cooled  to 
48“  C. 

(/)  Preparation  of  plates.  Add  21  mil¬ 
liliters  of  the  agar  prepared  in  (b)  of 
this  subdivision  to  each  Petri  dish  (20 
mm.  X  100  mm.) .  Distribute  the  agar 
evenly  in  the  plates  and  allow  it  to 
hardem.  U^  the  plates  the  same  day 
they  are  prepared.  Add  4.0  milliliters 
of  the  inoculum  prepared  under  (e)  of 
this  subdivision  to  each  plate,  tilting  the 
plates  back  and  forth  to  spread  the  in¬ 
oculated  agar  evenly  over  the  surface. 


(fir)  Assay.  Place  a  representative 
quantity  of  the  ointment  (usually  an  en¬ 
tire  container)  in  a  blending  jar  and  add 
sufficient  methyl  alcohol  to  give  a  volume 
of  approximately  100  milliliters.  Using 
a  high-speed  blender,  blmd  the  mixture 
for  2  to  3  minutes.  Add  400  milliliters  of 
0.1  M  potassium  phosphate  buffer,  pH 
8.0,  and  blend  for  2  to  3  minutes.  Di¬ 
lute  the  mixture  to  1.0  microgram  per 
milliliter  (estimated)  using  0.1  Ilf  potas¬ 
sium  phosphate  buffer,  pH  8.0,  and  pro¬ 
ceed  as  directed  in  8  141b.l01  (h)  and 

(i) ,  except  that  the  incubation  tempera¬ 
ture  is  32®  C.  to  35®  C.  The  sample  may 
also  be  prepared  by  placing  a  representa¬ 
tive  quantity  of  the  ointment  in  a  1,000 
milliliter  volumetric  fiask.  Add  50  milli¬ 
liters  of  ethyl  ether  and  shake  imtil 
dissolved.  Add  approximately  200  milli¬ 
liters  of  methyl  alcohol  and  bring  to  the 
1,000  milliliter  mark  using  distilled 
water.  Dilute  the  mixture  to  1.0  micfo- 
gram  per  milliliter  (estimated) ,  using  0.1 
M  potassium  phosphate  buffer,  pH  8.0, 
and  proceed  as  directed  in  §  141b.l01  (h) 
and  (i) ,  except  that  the  incubation  tem¬ 
perature  is  32**  C.  to  35®  C.  Its  content 
of  erythromycin  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  milligrams  per  gram  that  it  is 
represented  to  contain. 

(iii)  Moisture.  Proceed  as  directed  in 
8  141a.7  (c)  of  this  chapter. 

(b)  Erythromycin  used  in  making  the 
ointment — (1)  Moisture.  Proceed  as  di¬ 
rected  in  §  141a.26  (e)  of  this  chapter. 
Use  the  value  obtained  to  calculate  the 
weighed  samples  used  in  this  paragraph. 

(2)  Potency.  Proceed  as  directed  in 
paragraph  (a)  (1)  (ii)  of  this  section, 
except  in  the  preparation  of  the  solution 
of  the  sample  dissolve  40  milligrams  (as 
the  anhydrous  compound)  in  a  small 
amount  of  methyl  alcohol  and  then  fur¬ 
ther  dilute  in  0.10  M  potassium  phos¬ 
phate  buffer,  pH  8.0,  to  make  a  solution 
containing  1.0  microgram  per  milliliter 
(estimated) . 

(3)  Toxicity.  Proceed  as  directed  in 
§  141d.305  (b)  of  this  chapter,  except 
administer  orally  to  each  mouse  1.0  milli¬ 
liter  of  a  suspension  of  the  drug  contain¬ 
ing  30  milligrams  per  milliliter. 

(4)  pH.  Using  a  saturated  aqueous 
solution  (100  milligrams  per  milliliter), 
proceed  as  directed  in  §  141a.5  (b)  of  this 
chapter. 

(5)  Color-identity  test.  Dissolve 
about  3  milligrams  of  the  sample  in  2 
milliliters  of  acetone  and  add  an  equal 
volume  of  concentrated  hydrochloric 
acid.  A  rapid  color  development  takes 
place  beginning  with  orange,  changing 
to  red,  and  finally  resulting  in  a  deep 
purple.  Shake  with  2  milliliters  of  chlo¬ 
roform.  A  portion  of  the  purple  color 
extracts  into  the  chloroform  layer. 

-§  1411».127  Streptomycin -chlortetracy- 
cline-chloramphenicol-lMcitracin  den¬ 
tal  cement ;  dihydrostreptomycin- 
chlortetr  acydine-chloramphenicol- 
bacitracin  dental  cement. 

(a)  Potency — (1)  Streptomycin  or 
dihydrostreptomycin  content — (i)  Re¬ 
agents.  (a)  Sodium  nitroprusside  so¬ 
lution,  10  percent  (w/v). 

(b)  Potassium  ferricyanide  solution, 
10  percent  (w/v) . 
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am^  A  dce^r^  coloV  iT  formed  dissolving  20  milligrams  of  U.  S.  P. 
vhich  changes  to  a  yellow  green  after  Quinine  sulfate  in  1  liter  of  0.1  N  H2S04. 
tending  at  room  temnerature  for  an-  5  mUliliters  of  this  stock  standard 

l  to  200  ^Uters  with  0  1 N  aSO.  Store 

iter  of  this  yellow-green  solution  with  standards  In  toe  dark. 

rater  to  100  mlUiliters  and  shake.  This  (6>  Prepare  solutions  of  toe  chlorteta 

5  the  oxidized  nltroprusslde  solution  to  >^ycUne  to^hlorlde  working  stand- 

)e  used  in  toe  test.  It  should  be  pre-  *0  contain  5,  10.  and  20  mlcrograms 
Jared  fresh  daily.  Each  of  the  10-per-  ^“Uliters.  js,  a.  j 

sent  solutions  described  U  stable  for  at  9V  ^slng  toe  toluted 

least  2  months  when  stored  in  amber  dhtolha  fluorometrlc 

jottles  readmg  at  35.0.  Make  a  homogenous 

(e)  0.3  percent  piperidine  in  acetone,  alairy  of  600  nmilCTarns  of  toe  dental 
(/)  Aectone  cement  in  500  milliliters  of  water.  Place 

(ii)  Preparation  of  standard.  Pre- 

pare  aqueous  solutions  of  the  working  rpnt?i° 

standards  of  streptomycin  or  dihydro-  o  a  m 

streptomycin  containing  0.2  milligram  ^mematel^readthe^  blank  fluorescence 
per  milliliter.  Transfer  1.0.  2.0,  3.0,  4.0, 

5.0. 6.0.  and  7.0  milliliter  portions  to  smaU  heat  on  a  sSm  bTth  for  5  m^^^^ 
Basks.  Add  sufiBcient  water  to  give  each 

a  10-milliliter  volume.  f u® 

/jiiv  r»  kwsusssc.  tube  with  a  swab  of  glass  wool. 

(iii)  Preparation  of  sample.  Place  an  «<•  o 

accurately  weighed  portion  of  approxi-  minutes  at  3.000  P' 

mutely  700  mlUigra.^  of  the  dental  ce- 

ment  In  a  sintered-glass  filter  funnel  and  fading  Calculate  toe  chlortetracycllM 

^«tan’'s'of  n*S  aJ:'  ^ntant  by^?^5e«nce  ta  a  sCdm"e 

Sip  Prepared  by  treating  the  chlortetra- 

5d?h  frS  if cycline  standard  solutions  in  a  similar 

fashion.  It  is  not  necessary  to  centrifuge 
rinJ  standard  solutions.  Its  content  of 

tnfpS  nf  chlortetracycline  is  satisfactory  if  it  con- 

tilled  water  and  10  mi  liliters  of  the  ^^ins  not  less  than  85  percent  of  the 

number  of  milligrams  that  it  is  repre- 
and  after  6  minu^  Alter  and  read  the  gented  to  contain. 

nuTf  *  Chloramphenicol  content— i\) 

(iv)  Blank,  use  10  milliliters  of  dis-  Reagents,  (a)  Ethyl  acetate. 

^  cr  u  Sodium  hydrosulfite. 

(V)  Procedure.  To  each  flask  con-  0 1  N  NaOH 

toinlng  10  mlUiUtare  of  toe  standard  and  (^ )  g.percent  NaNO,. 

blank  add  10  milliliters  of  the  oxidized  (g)  concentrated  HCl. 

nitroprusside  solution  ^d  allow  the  (^)  s-percent  ammonium  sulfamate. 

color  to  develop  at  room  temperature  for  (g)  o.5-percent  N(l-naphthyl)  ethyl- 

6  minutes.  Dete^ine  the  optical  den-  enediamine  dihydrochloride. 

sity  of  each  of  the  stendard  solutions  ai)  Standard.  Prepare  the  standard 
and  the  sample  at  490  rnmimicrons.  by  dissolving  20  milligrams  of  chlor- 
using  a  suitable  spectrophotometer  amphenicol  working  standard  in  500 
The  blank  is  used  to  set  the  instrument  milliliters  of  water 
to  zero  optical  density.  The  orange-red  (lii)  Procedure.  ‘  Place  50C  milligrams 
color  produced  is  stable  for  30  minutes,  of  the  dental  cement  in  a  50-millilitei 
Prepare  a  standard  curve  on  coordinate  volumetric  flask  and  add  25  milliliters  ol 
graph  paper,  plotting  the  optical  density  ethyl  acetate.  Heat  to  boiling  on  a  steam 
on  the  ordinate  scale  and  the  concen-  bath.  Cool  and  dilute  to  mark  with 
tration  of  streptomycin  or  dihydrostrep-  ethyl  acetate.  Centrifuge,  and  place  16 
tomycin  base  on  the  abscissa.  For  the  milliliters  of  the  clear  solution  in  a  100- 
sample,  the  optical  density  found  is  used  milliliter  volumetric  flask.  Evaporace  tc 
to  obtain  the  concentration  of  strepto-  drsmess  on  a  steam  bath  with  the  aid  ol 
mycin  or  dihydrostreptomycin  directly  a  stream  of  compressed  air.  Dissolve 
from  the  standard  curve.  To  obtain  the  the  residue  in  a  3 -milliliter  portion  ol 
potency  of  the  sample,  multiply  the  con-  o.l  N  NaOH,  add  25  milligrams  of  sodium 
centration  found  by  the  appropriate  fac-  hydrosulfite,  and  let  stand  at  room  tern- 
tors  in  accordance  with  the  dilutions  perature  for  15  minutes.  Add  0.5  milli- 
made.  Its  content  of  streptomycin  or  liter  of  5-percent  NaNOi  and  5  to  1( 
dihydrostreptomycin  is  satisfactory  if  it  drops  of  concentrated  HCl.  After  2  min- 
contains  not  less  than  85  percent  of  the  utes,  add  1  milliliter  of  ammonium  sul- 
number  of  milligrams  that  it  is  repre-  famate.  Wait  2  minutes  and  add  0.5 
sented  to  contain.  milliliter  of  N(  1-naphthyl)  ethylenedia- 

(2)  Chlortetracycline  content — (i)  Re-  mine  dihydrochloride.  Make  to  10( 
agents.  Mix  8  volumes  of  20-percent  milliliters  and  after  2  hours  read  the  ab 
(w/v)K*HP04  with  1  volume  of  20-per-  sorbance  at  558  millimicrons  in  a  2-cen 
cent  (w/v)KHtP04.  timeter  cell  against  a  reagent  blank 

(ii)  Apparatus,  (a)  A  Coleman  elec-  using  a  suitable  spectrophotometer.  Ti 
tronic  photofluorometer  (Model  12)  or  a  4.0,  5.0,  and  6.0  milliliter  portions  of  th( 
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(d)  pH.  Proceed  as  directed  in 
S  141a.5  (b)  of  this  chapter,  using  the 
undiluted  drug. 

§  141b.l29  Streptomycin-poljmjxin- 
neomycin  ointment ;  dihydroetrep* 
tomycin-polymyxin-neomycin  oint> 
ment. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Proceed  as  directed  in  S  141b.l01 
(a)  through  (i),  inclusive,  except  pre¬ 
pare  the  sample  in  one  of  the  following 
ways: 

(1)  Extraction.  Place  a  convenient 
sized  representative  quantity  of  the 
sample  in  a  separatory  funnel  contain¬ 
ing  approximately  50  milliliters  of  per¬ 
oxide-free  ether.  Shake  the  sample 
and  ether  until  hpmegenous.  Add  a  20- 
milliliter  portion  of  0.1  M  potassium 
phosphate  buffer,  pH  8.0,  and  shake  well. 
Remove  the  buffer  layer  and  repeat  the 
extraction  with  20 -milliliter  portions  of 
buffer  at  least  three  times  and  any  addi¬ 
tional  times  that  may  be  necessary  to 
insure  complete  extraction  of  the  anti¬ 
biotic.  Combine  the  extractives  and 
make  the  appropriate  estimated  dilu¬ 
tions  in  0.1  M  potassium  phosphate  buf¬ 
fer,  pH  8.0. 

(ii)  Blending.  Place  a  convenient 
sized  representative  quantity  of  the 
sample  in  a  blending  jar  containing  1.0 
milliliter  of  a  10-percent  aqueous  solu¬ 
tion  of  polysorbate  80  and  sufScient 
0.1  M  potassium  phosphate  buffer,  pH  8.0, 
to  give  a  volume  of  200  milliliters.  Using 
a  high-speed  blender,  blend  for  2  min¬ 
utes  and  then  make  the  appropriate 
estimated  dilutions  with  bi^er.  Its 
content  of  streptomycin  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  per  gram  that 
it  is  represented  to  contain. 

(2)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (1) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  a 
standard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  per  gram  that  it 
is  represented  to  contain. 

(3)  Polymyxin  content.  Proceed  as 
directed  in  §  141b.ll2  (b)  (1)  with  the 
following  exceptions: 

(i)  In  lieu  of  the  directions  for  the 
preparation  of  the  sample  described  in 
subdivision  (vii)  of  §  141b.ll2  (b)  (1), 
prepare  the  sample  as  follows:  Place  a 
convenient  sized  representative  quantity 
of  the  sample  in  a  separatory  funnel 
containing  approximately  50  milliliters 
of  peroxide-free  ether.  Shake  the  sam¬ 
ple  and  ether  until  homogeneous.  Add 
25  milliliters  of  10-percent  potassium 
phosphate  buffer,  pH  6.0,  containing  2 
grams  of  K^HPO*  and  8  grams  of  KHiPO* 
in  each  100  milliliters,  and  shake.  Re¬ 
move  the  buffer  layer  and  repeat  the  ex¬ 
traction  with  25-milliliter  portions  of 
buffer  at  least  three  times  and  any  addi¬ 
tional  times  'that  may  be  necessary  to 
insure  complete  extraction  of  the  anti¬ 
biotic.  Combine  the  extractives  and 
make  the  proper  estimated  dilutions  in 
10-percent  potassium  phosphate  buffer 
pH  6.0,  to  give  a  concentration  of  10  units 
per  milliliter  (estimated) .  If  the  sample 
contains  a  water-soluble  base,  accurately 


weigh  a  representative  sample  and  place 
in  a  blending  jar  containing  1  milliliter 
of  polysorbate  80  and  sufficient  10  per¬ 
cent  potassium  phosphate  buffer,  pH  6.0, 
to  give  a  final  volume  of  200  milliliters. 
Use  a  high-speed  blender  and  blend  the 
mixture  for  2  minutes.  Make  the  proper 
estimated  dilutions,  using  10  percent 
potassium  phosphate  buffer,  pH  6.0. 

(ii)  The  standard  curve  is  prepared  in 
the  following  concentrations:  6.4,  8.0, 
10.0, 12.5,  and  15.6  units  per  milliliter  in 
10  percent  potassium  phosphate  buffer, 
pH  6.0.  The  10  units  per  milliliter  con¬ 
centration  is  used  as  the  reference  point. 
Calculate  from  the  quantity  of  neomycin 
found  (using  the  method  described  in 
subparagraph  (4)  of  this  paragraph), 
the  quantity  of  neomycin  that  would  be 
present  when  the  sample  is  diluted  to 
contain  10  units  of  pol3rmyxin  (labeled 
potency)  per  milliliter.  Prepare  the 
polymyxin  standard  curve  by  adding  the 
calculated  quantity  of  neomycin  to  each 
concentration  of  polymsrxin  used  for  the 
curve.  Use  the  standard  curve  to  calcu¬ 
late  the  pohunyxin  content.  Its  content 
of  polymyxin  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented 
to  contain. 

(4)  Neomycin  content.  Proceed  as 
directed  in  S  141e.410  (b)  (1)  of  this 
chapter,  with  the  following  exceptions: 

(i)  In  lieu  of  the  directions  for  the 
preparation  of  the  sample  described  in 
§  141e.410  (b)  (1)  (vii)  of  this  chapter, 
prepare  the  sample  as  directed  in  sub- 
paragraph  (1)  (i)  of  this  paragraph  or 
by  a  blending  technique  as  follows :  Place 
a  convenient  sized  representative  quan¬ 
tity  of  the  sample  in  a  blending  jar  con¬ 
taining  1.0  milliliter  of  a  0.3-percent 
aqueous  solution  of  dioctyl  sodium  suUo- 
succinate  and  sufficient  0.1  M  potassiiun 
phosphate  buffer,  pH  8.0,  to  give  a  vol¬ 
ume  of  200  milliliters.  Using  a  high¬ 
speed  blender,  blend  for  5  minutes  and 
then  make  the  appropriate  estimated 
dilutions  with  buffer. 

(ii)  Use  as  the  test  organism  the  Food 
and  Drug  Administration  dihydrostrep- 
tomycin-  (and  streptomycin-)  resistant 
strain  of  Staphylococcus  aureus  (Ameri¬ 
can  Type  Culture  Collection  6538-PR) 
which  is  grown  and  maintained  on 
media  containing  1,000  micrograms  of 
dihydrostreptomycin  per  milliliter  of 
agar.  Its  content  of  neomycin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  per 
gram  that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.8  (b)  of  this  chapter. 

§  141b.l30  Streptomycin-dihydrostrep¬ 
tomycin  for  inhalation  therapy. 

(a)  Potency — (1)  Total  potency.  Using 
the  dihyc^ostreptomycin  working  stand¬ 
ard  as  the  standard  of  comparison,  pro¬ 
ceed  as  directed  In  9  141b.l01  (j).  except 
if  it  Is  packaged  with  inert  gases  prepare 
the  sample  as  directed  in  §  141b.ll1  (a) 
(1).  Its  total  potency  is  satisfactory  if 
it  contains  not  less  than  90  percent  of  the 
combined  number  of  milligrams  of  strep¬ 
tomycin  and  dll^drostreptomycin  that  it 
is  represented  to  contain. 

(2)  Streptomycin  content.  Proceed  as 
directed  in  9  141b.ll8  (b).  Its  content 


of  streptmnycin  is  satisfactory  if  it  con¬ 
tains  not  less  than  45  percent  and  not 
more  than  55  percent  of  the  total  potency 
as  determined  under  subparagraph  (1) 
of  this  paragraph. 

(b)  Unless  it  is  packaged  with  inert 
gases,  toxicity,  histamine,  moisture,  and 
pH.  Proceed  as  directed  in  9  141b.ll7 
(b). 

(c)  If  it  is  packaged  with  inert  gases, 
moisture.  Proceed  as  directed  in  9  141b. 

117  (c). 

§  141b.  131  Streptomycin-neomycin  pow¬ 
der;  dihydrostreptomycin-neomycin 
powder. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Proceed  as  directed  in  §  141b.l01 
(a)  through  (i) .  Its  content  of  strepto¬ 
mycin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  per  gram  that  it  is  repre¬ 
sented  to  contain. 

(2)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  subparagraph  (1) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  working  standard  as  the 
standard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  per  gram  that  it 
is  represented  to  contain. 

(3)  Neomycin  content.  Proceed  as 
directed  in  9  141e.410  (b)  (1)  of  this 
chapter.  Its  content  of  neomycin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milUgrams 
per  gram  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
9  141a.5(a)  of  this  chapter. 

§  141b.  132  Streptomycin  solution  for  * 
inhalation  therapy  veterinary:  dihy¬ 
drostreptomycin  solution  for  inhala¬ 
tion  therapy  veterinary. 

(a)  Potency.  Proceed  as  directed  in 
§  141b.l01,  except  that  if  it  contains 
dihydrostreptomycin  use  the  dihydro¬ 
streptomycin  working  standard  as  the 
standard  of  comparison.  Its  potency  is 
satisfactory  if  it  contains  not  less  than 
90  percent  of  the  number  of  milligrams 
per  milliliter  that  it  is  represented  to 
contain. 

(b)  pH.  Proceed  as  directed  in 
9  141a.5(b)  of  this  chapter,  using  the 
imdiluted  drug. 

§  141b.l33  Streptomycin-polymyxin  in 
gel ;  dihydrostreptomycin-polyniyxin 
in  gel. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Using  a  representative  portion 
of  the  sample  blended  for  2  minutes 
in  from  100  milliliters  to  500  milliliters  of 
distilled  water,  proceed  as  directed  in 
9  141b.l01  (a)  through  (i) .  inclusive.  Its 
content  of  streptomycin  is  satisfactory  if 
it  is  not  less  than  85  percent  of  the  num¬ 
ber  of  milligrams  that  it  is  represented  to 
contain. 

(2)  Dihydrostreptomycin  content.- 
Using  the  dlhydrostreptomycin  working 
standard  as  the  standard  of  comparison,  ^ 
proceed  as  directed  in  subparagraph  (1) 
of  this  paragraph.  Its  content  of  di¬ 
hydrostreptomycin  is  satisfactory  if  it  is 
not  less  than  85  percent  of  the  number  of 
milligrams  that  it  is  represented  to 
contain. 
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(3)  Polymyxin  content.  Proceed  aa 
directed  in  S  141b.ll2  (b)  (1),  with  the 
following  exceptions: 

(1)  In  lieu  of  the  directions  for  the 
preparation  of  the  sample  as  directed  In 
§  141b.ll2  (b)  (1)  (vii) .  prepare  the  sam¬ 
ple  as  follows:  To  a  representative  por¬ 
tion  of  the  sample  add  1  milliliter  of  poly- 
sorbate  80  and  sufiQcient  potassium  phos¬ 
phate  buffer.  pH  6.0  (containing  2  grams 
of  KiHPO*  and  8  grams  of  KHaP04  in 
each  100  milliliters) ,  to  give  a  volume  of 
from  100  milliliters  to  500  milliliters. 
Shake  for  not  less  than  10  minutes  or 
blend  in  a  high-speed  blender  for  2  min¬ 
utes  and  then  make  the  appropriate  di¬ 
lutions  in  10  percent  potassium 
phosphate  buffer,  pH  6.0,  to  give  a  con¬ 
centration  of  10  units  per  milliliter 
(estimated) . 

(ii)  The  standard  curve  is  prepared 
in  the  following  concentrations:  6.4, 
8.0,  10.0,  12.5,  and  15.6  imits  per  milli¬ 
liter  in  10  percent  potassium  phosphate 
buffer.  pH  6.0.  The  10  units  per  milliliter 
concentration  is  used  as  the  reference 
point. 

Its  content  of  polym3rxin  is  satlsfactoir 
if  it  contains  not  less  than  85  percent  of 
the  number  of  units  it  is  represented  to 
contain. 

(b)  pH.  Using  the  undiluted  drug, 
proceed  as  directed  in  S  141a.5  (b)  of  this 
chapter. 

§  141b.l34  StreptomTcm  sulfate -diliy- 
drostreptomycin  sulfate  powder  oral 
veterinary. 

(a)  Potency — (1)  Total  potency. 
Using  the  dihydrostreptomycin  working 
standard  as  the  standard  of  comparison, 
proceed  as  directed  in  §  141b.l01(j).  Its 
total  potency  is  satisfactory  if  it  con¬ 
tains  not  less  than  90  percent  of  the 
combined  number  of  milligrams  of 
streptomycin  and  dihydrostreptomycin 
that  it  is  represented  to  contain. 

(2)  Streptomycin  content.  Proceed 
directed  in  8  141b.ll8  (b) .  Its  content  of 
streptomycin  is  satisfactory  if  it  contains 
not  less  than  45  percent  and  not  more 
than  55  percent  of  the  total  potency  as 
determined  under  subparagraph  (1)  of 
this  paragraph. 

(b)  Moisture.  Using  a  1-gram  sample, 
proceed  as  directed  in  8  141a.5  (a)  of  this 
chapter. 

§  141b.l35  Streptomycin  and  para- 
aminobenzoic  acid  powder  for  in¬ 
halation  therapy;  .dihydrostreptomy¬ 
cin  and  paraaminohenzoic  acid  pow¬ 
der  for  inhalation  therapy. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Proceed  as  directed  in  8  141b.ll7 
(a)(1).  Its  content  of  streptomycin  is 
satisfactory  if  it  contains  not  less  than 
95  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(2)  Dihydrostreptomycin  content. 
Proceed  as  directed  in  8  141b.ll7  (a)  (2). 
Its  content  of  dihydrostreptomycin  is 
satisfactory  if  it  contains  not  less  than  95 
percent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8 141a.5  (a)  of  this  chapter,  except  if  it 
is  packaged  with  inert  gases  proceed  as 
directed  in  8  141b.ll7  (c). 
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§  141b.l36  Streptomycin-polymyxin  tal^ 
leu;  dihydroetrepUMuyeiB-polyniyxin 
tablets. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Using  12  tablets,  proceed  as  di¬ 
rected  in  8  141b.l09(a)  (1).  Its  content  of 
streptomycin  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(2)  Dihydrostreptomycin  content. 
Using  the  dihydrostreptomycin  working 
standard  as  the  standard  of  compariscm, 
proceed  as  directed  in  subparagraph 
(1)  of  this  paragraph.  Its  content  of  di¬ 
hydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(3)  Polymyxin  content.  Using  12  tab¬ 
lets.  proceed  as  directed  in  8  141b.ll2(b) 
(1).  Its  content  of  pohnnyxin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  units  that  it  is 
represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  of  this  chapter. 

(c)  Disintegration  time.  Proceed  as 
directed  in  8  141a.9(c)  of  this  chapter. 

§  141b.  137  Streptomycin-neomycin  for 
inhalation  therapy  veterinary ;  di- 
hydrostreptomycin-neomycin  for  in¬ 
halation  therapy  veterinary. 

(a)  Potency — (1)  Streptomycin  con¬ 
tent.  Proceed  as  directed  in  8  141b.l01, 
except  paragraph  ( j )  of  that  section.  Its 
content  of  streptomycin  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  that  it  is  rep¬ 
resented  to  contain. 

(2)  Dihydrostreptomycin  content . 
Proceed  as  directed  in  subparagraph  (1) 
of  this  paragraph,  using  the  dihydro¬ 
streptomycin  worldng  standard  as  the 
standard  of  comparison.  Its  content  of 
dihydrostreptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
niimber  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(3)  Neomycin  content.  Proceed  as  di¬ 
rected  in  S  141b.l31(a)(3)  or  8  141C.243 
(a)  (2)  of  this  chapter.  Its  content  of 
neomycin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milligrams  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.8(b)  of  this  chapter. 

§  141b.l38  Dihydrostreptomycin-neomy- 
cin-polymyxin  areosol  solution  veter¬ 
inary. 

(a)  Potency.  (1)  Using  a  separate 
graduate  for  each  container  to  be  tested, 
eject  the  drug  as  directed  in  its  labeling. 
Measure  the  volume  of  each  dose  until 
the  total  contents  are  expelled.  Remove 
appropriate  aliquots  and  proceed  as 
follows: 

(i)  Dihydrostreptomycin  content. 
Using  the  dihydrostreptomycin  working 
standard  as  the  standard  of  comparison, 
proceed  as  directed  in  8 141b.l01  (a) 
through  (i).  Its  content  of  dffiydro- 
streptomycin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milligrams  that  it  is  represented  to 
contain. 


(ii)  Neomycin  content.  Proceed  as  di¬ 
rected  in  8  141a.65(a)  (4)  (ii)  of  this 
chapter,  except  omit  the  extraction  pro¬ 
cedure.  Its  content  of  neomsrcin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(iii)  Polymyxin  content.  Proceed  as 
directed  in  8  141e.421(a)  (3)  of  this  chap¬ 
ter.  Its  content  of  polymyxin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  units  that  it  is 
represented  to  contain. 

(b)  pH.  Using  the  undiluted  solution, 
proceed  as  directed  in  8  141a.5(b)  of  this 
chapter. 


PART  141c— CHLORTETRACYCLINE 
(OR  TETRACYCLINE)  AND  CHLOR- 
TETRACYCUNE-  (OR  TETRACY¬ 
CLINE-)  CONTAINING  DRUGS; 
TESTS  AND  METHODS  OF  ASSAY 

Sec. 

141ci201  ChlortetracycUne  bydrochlorlde. 

141C.202  Cblortetracycllne  hydrochloride 
ointment,  chlortetracycllne  cal¬ 
cium  ointment,  chlortetracy- 
cline  calcium  cream;  tetracycline 
hydrochloride  ointment  (tetra¬ 
cycline  hydrochloride  in  oil  stis- 
penslon) ;  tetracycline  oint¬ 
ment  (tetracycline  cream). 

141e.203  Chlortetracycllne  troches;  tetra- 
cyidine  hydrochloride  troches. 

141e.204  Chlortetracycllne  hydrochloride 
capsules;  tetracycline  hydro- 
^lorlde  capsules;  tetracycline 
capsules;  tetracycline  phosphate 
complex  capsules. 

141C.205  Chloretracycline  powder  (chlortet¬ 
racycllne  hydrochloride  powder) ; 
tetracycline  hydrochloride  pow¬ 
der;  tetracydine  powder. 

141eJM)6  Chlortetracycllne  ophthalmic; 

tetracycline  hydrochloride  oph¬ 
thalmic. 

141c  JM)7  Chlortetracycllne  tablets  (Chlor- 
tetracycllne  hydrochloride  tab¬ 
lets);  tetracycline  hydrochloride 
tablets;  tetracycline  tablets. 

141C.206  Chlortetracycllne  otic;  tetracycline 
hydrochloride  otic. 

141C.200  Chlortetracycllne  dental  cones. 

141C.210  Chlortetracycllne  dental  paste. 

141C.211  Chlortetracycllne  surgical  powder 
(chlortetracycllne  hydrochloride 
surgical  powder);  tetracycline 
hydrochloride  surgical  powd». 

141C.212  Chlortetracycllne  suppositories 
(chlortetracycllne  hydrochloride 
suppositories);  tetracycline  hy¬ 
drochloride  suppositories. 

141C.21S  Chlortetracycllne  gauze  packing. 

141C.214  Chlortetracycllne  dressing. 

141C.215  Chlortetracycllne  with  vasocon¬ 
strictor. 

141C.216  Tetracycline  hydrochloride-olean¬ 
domycin  ointment. 

141C.217  Chlortetracycllne  calcium  syrup 
(chlortetracycllne  calcium  oral 
drops) ;  tetzacycUne  syrup  (tetra¬ 
cycline  oral  drops);  tetracycline 
magnesium  syrup  (tetracycline 
magneslinn  oral  drops) . 

141C.218  Tetracycline  hydrochloride. 

141C.219  Crude  chlortetracycllne  oral  vet¬ 
erinary. 

141C.220  Tetracycline.  . 

1410.221  Tetracycline  hydrochloride  for  in¬ 
tramuscular  use;  tetracycline 
phosphate  complex  for  Intra¬ 
muscular  use. 


13042 


RULES  AND  REGULATIONS 


1410^26 


1410^28 

141c^ 


141e.281 


X 


Sec. 

1410.223  Tetracycline  hydrochloride  oral 
suspension  (tetracycline  hydro* 
chloride  homogenised  mixture); 
tetracycline  phosphate  complra 
oral  suspension  (tetracy«dine 
phosphate  complex  oral  dr<^); 
tetracycline  hydrochloride  oral 
solution;  tetracycline  caldum 
mral  suspension;  tetracycline  oral 
suspension. 

1410.233  Chlo^tracycUne-neomycln-strep* 
tomycin-penlclUln  ointment; 
chlortetracycUne-neomycln  -  dl* 
hydrostreptomycin  -  penicillin 
ointment;  tetracycline  hydro¬ 
chloride  -  neomycin  -  strepto¬ 
mycin-penicillin  ointment;  tet¬ 
racycline  hydrochlorlde-neomy- 
cln-dlhydrostreptomycln  -  peni¬ 
cillin  ointment. 

141C.224  Tetracycline  hydrochloride-nysta¬ 
tin  capsules;  tetracycline  phos¬ 
phate  complex-nystatin  cap¬ 
sules. 

141C.226  Tetracycline  hydrochloride-nysta¬ 
tin  tablets. 

141C.226  Tetracycline  and  vasoconstrictor 
suspension. 

141C.237  Chlortetracycllne  spray  dressing 
(chlortetracycllne  hydrochloride 
spray  dressing). 

141C.228  Tetracycline  hydrochloride-neo¬ 
mycin  tablets. 

141C.220  Tetracycline-nystatin  oral  siispen- 
slon;  tetracycline  phosphate 
complex-nystatin  oral  suspen¬ 
sion  (tetracycline  phosphate 
complex-njrstatln  oral  drops) . 

141C.330  Chlortetracycllne  h3rdrochloride 
powder  topical;  tetracycline  hy¬ 
drochloride  powder  topical. 

141C.281  Capsules  tetracycline  and  oleando¬ 
mycin  phosphate;  capsules 
tetracycline  and  triacetylolean- 
domycln;  capsules  tetracycline 
hydrochloride  and  oleandomycin 
phosphate;  capsules  tetracycline 
hydrochloride  and  trlacetylo- 
leandomycln. 

141C.282  Tetracycline  phosphate  complex. 

141C.233  Tetracycline-oleandomycin  phos¬ 
phate  for  oral  suspension. 

141C.284  Capsules  tetracycline  hydrochlo¬ 
ride  and  novobiocin;  capsules 
tetracycline  phosphate  complex 
and  novobiocin. 

141C.235  TtetracycUne  hydrochloride-oleand¬ 
omycin  phosphate  for  aqueom 
Injection. 

141C.238  Tetracycline-nystatin  for  oral  sus- 

/  pension. 

1410.337  Chlortetracycllne-neomycln-strep- 
tomycln  ointment;  chlortetracy¬ 
cllne  -  neomycin  -  dlhydrostrepto- 
mycln  ointment;  tetracycline  hy¬ 
drochloride  -  neomycin  -  strepto¬ 
mycin  ointment;  tetracycline  hy¬ 
drochloride  -  neomycin  -  dlhydro- 
streptomycln  ointment. 

141C.238  Tablets  tetracycline  hydrochloride 
and  novobiocin. 

141C.239  Tetracycline-novobiocin  for  oral 
suspension. 

141C.240  Tetracycline  -  triacetyloleandomy- 
cln  syrup  ( tetracycline- triace- 
tyloleandomycin  oral  drops;  tet- 
racycllnetrlacetyloleandomycln 
homogenized  mixture) ;  potency. 

141C.341  Chlortetracycllne  seed. 

141C.243  Tetracycline-neomycin  complex 
powder  topical;  tetracycline  hy¬ 
drochloride  -  neomycin  sulfate 
powder  topical. 

141ci)43  CapsvileA  tetracycline  hydrochlo¬ 
ride  -  trlacetyloleandomycln-ny- 
statln. 

141cD44  Tetracycline  hydrochloride-neo¬ 
mycin  spray  ointment  toplcaL 

141c. 245  Tetracycllne-tiiacetyloleandomycln 
for  oral  suspension. 


141C.232 

141C.233 

141C.284 


1410.337 


141C.239 

141C.240 


141C.341 

141C.243 


141C.243 


141CD44 

141C.245 


Sec. 

141c  .246  Tbtracycllne  hydrochKvlde-neomy- 
cln  In  oil  suspension. 

141C.347  Chlortetracycllne  hydrochloride 
impregnated  surgical  silk. 

141C.248  RoUtetracycllne. 

141ci249  RoUtetracycllne  for  intravenous 
use. 

141C.250  RoUtetracycllne  for  Intramuscu¬ 
lar  use. 

141C.251  Demethylchloretracycllne  hydro¬ 
chloride. 

141C.252  CapsxUes  demethylchlortetracycllne 
hydrochloride. 

141C.253  Demethylchlortetracycllne. 

141e.254  Demethylchlortetracycllne 'for  oral 
siispension. 

141C.25S  Demethylchlortetracycllne  syrup 
(demethylchlortetracycllne  oral 
drops). 

141C.256  Chlortetracycllne  hydrochloride  In 
oil  oral  veterinary. 

141C.257  Tetracycline-amphotericin  B  for 
oral  syrup;  tetrsusycllne-ampho- 
terlcln  B  for  oral  drops. 

141C.258  Demethylchlortetracycllne  ^  hydro¬ 
chloride  ointment. 

141C.259  Demethychlortetracycllne  hydro¬ 
chloride  -  n3rst£,tln  capsules. 

141C.260  Capsules  tetracycline  phosphate 
complex-amphoterlcln  B. 

141C.261  Tetracycline-novobiocin  oral  sus- 
I>enslon  (tetracycline-novobiocin 
oral  drc^s;  tetracycUnb-novobl- 
ocin  syrup). 

141C.262  Tetracycline-amphotericin  B  syr¬ 
up;  tetracycline-amphotericin  B 
oral  drops. 

141C.263  Demethylchlotetracycllne  -  nysta¬ 
tin  for  oral  sxispension. 

Aitthoritt:  {§  141c.201  to  141C.263  issued 

under  sec.  507,  59  Stat.  463,  as  amended;  21 

U.S.C.  357. 


§  141C.201 

ride. 


Chlortetracycllne  hydrochlo- 


(a)  Potency — (1)  Cylinders  (.cups). 
Use  cylinders  described  in  §  141a.l  (a)  of 
this  chapter. 

(2)  Culture  media.  Use  the  medium 
described  in  §  141a.l(b)  (2)  of  ^lis  chap¬ 
ter  for  the  seed  layer  and  the  base  layer, 
except  that  the  pH  is  adjusted  to  5.8-6.0 
after  sterilization. 

(3)  Working  standard.  Accurately 
weigh  a  suitable  quantity  of  the  chlor- 
tetracycline  hydrochloride  working 
standard  and  dissolve  in  0.01  JV  HCl  to 
make  an  appropriate  stock  solujfion. 
Keep  in  a  glass-stoppered  flask  and  ^re 
in  the  refrigerator  for  not  more  than  1 
week. 

(4)  Preparation  of  sample.  Dissolve 
the  sample  to  be  tested  in  0.01  N  HCl 
to  make  an  appropriate  stock  solution. 
Make  the  flnal  dilution  in  1  percent 
phosphate  buffer,  pH  4.5,  to  contain  0.10 
microgram  per  milliliter  (estimated) . 

(5)  Preparation  of  suspension.  The 
test  organism  is  Bacillus  cereus  var. 
mycoides  (ATCC  11778).  Maintain  the 
test  organism  on  slants  of  nutrient  agar 
prepared  as  described  in  §  141a.l(b)(l) 
of  this  chapter  and  transfer  to  fresh  agar 
slants  once  a  month,  incubating  over¬ 
night  at  30°  C.  Streak  several  slants 
heavily  with  the  test  organism  and  in¬ 
cubate  overnight  at  30°  C.  Wash  off  the 
growth  Y^th  approximately  5  milliliters 
of  sterile*  distilled  water  onto  the  surface 
of  a  Roux  bottle  containing  300  milliliters 
of  the  nutrient  agar.  Spread  the  suspen¬ 
sion  over  the  entire  agar  surface  with  the 
aid  of  sterile  glass  beads.  Incubate  for  1 
week  at  30°  C.  Using  25  to  50  milliliters 


of  sterile  distilled  water,  wash  the  growth 
from  the  agar  surface  into  a  glass-* 
stoppered  Erlenmeyer  flask.  Heat-shock 
this  suspension  for  30  minutes  at  65°  C. 
Wash  three  times  with  sterile  distilled 
water,  centrifuging  betwe^  each  wash¬ 
ing  and  then  heat-shock  for  30  minutes 
at  65°  C.  Resuspend  in  sterile  distilled 
water  and  maintain  in  a  refrigerator. 
This  spore  suspension  may  be  kept  for 
1  month.  Determine  the  percent  of 
spore  suspension  that  gives  clear,  shsurp 
zones  of  adequate  size  after  incubation 
with  0.10  microgram  per  milliliter  of  the 
test  standard.  Add  the  appropriate 
amount  of  the  spore  suspension  to  each 
100  milliliters  of  the  agar  used  for  the 
seed  layer,  which  has  been  melted  and 
cooled  to  48°  C. 

(6)  Preparation  of  plates.  Add  21  mil¬ 
liliters  of  the  agar  prepared  as  in  sub- 
paragraph  (2)  of  this  paragraph  to  each 
Petri  dish  (20  millimeters  x  100  milli¬ 
meters).  Distribute  the  agar  evenly  in 
the  plates  and  allow  it  to  harden.  Use 
the  plates  the  same  day  they  are  pre¬ 
pared.  Add  4.0  milliliters  of  the  inocu¬ 
lum  as  prepared  in  subparagraph  (5)  of 
this  paragraph  to  each  plate,  tilting  the 
plates  back  and  forth  to  spread  the 
inoculated  agar  evenly  over  the  surface. 
Use  porcelain  covers  glazed  on  the  out¬ 
side. 

(7)  Assay.  Place  six  cylinders  on  the 
inoculated  agar  surface  so  that  they  are 
at  approximately  60°  intervals  on  a  2.8 
centimeter  radius.  Use  three  plates  for 
each  sample.  Fill  three  cylinders  on 
each  plate  with  the  0.10  microgram  per 
milliliter  standard  and  three  cylinders 
with  the  0.10  microgram  per  milliliter 
(estimated)  sample,  alternating  stand¬ 
ard  and  sample.  At  the  same  time  pre¬ 
pare  a  standard  curve  using  concentra¬ 
tions  of  the  standard  of  0.064,  0.080,  0.10, 
0.125,  and  0.156  microgram  per  milliliter 
in  phosphate  buffer,  pH  4.5.  A  total  of 
12  plates  are  used  in  the  preparation  of 
this  standard  curve,  three  plates  for  each 
solution,  except  the  0.10  microgram  per 
milliliter  solution.  The  latter  concentra¬ 
tion  is  used  as  the  reference  p<^t  and  is 
included  on  each  plate.  On  each  of  three 
plates  flU  three  cylinders  with  the  0.10 
microgram  per  milliliter  standard  and 
the  other  three  cylinders  with  the  con¬ 
centration  of  the  standard  under  test. 
Thus,  there  will  be  thirty-six  0.10  micro¬ 
gram  determinations  and  nine  determi¬ 
nations  for  each  of  the  other  points  on 
the  curve.  Incubate  the  plates  for  16  to  18 
hours  at  30°  C.  and  measiure  the  diameter 
of  each  circle  of  inhibition.  Average  the 
readings  of  the  0.10  microgram  per  milli¬ 
liter  concentration  and  the  readings  of 
the  point  tested  for  each  set  of  three 
plates  and  average  also  all  36  readings  of 
the  0.10  microgram  per  milliliter  con¬ 
centration.  The  average  of  the  36  read¬ 
ings  of  the  0.10  microgram  per  milliliter 
concentration  is  the  correction  point  for 
the  curve.  Correct  the  average  value  ob¬ 
tained  for  each  point  to  the  figure  it 
would  be  if  the  0.10  microgram  per  mil¬ 
liliter  reading  for  that  set  of  three  plates 
were  the  same  as  the  correction  point 
Thus,  if  in  correcting  the  0.08  microgram 
per  milliliter  concentration  the  average 
of  the  36  readings  of  the  0.10  microgram 
per  milliliter  concentration  is  18.0  mil¬ 
limeters  and  the  average  of  th8  0.10 


Saturday,  December  29,  1962 


FEDERAL  REGISTER 


13043 


microgram  per  milliliter  concentration 
of  this  set  of  three  plates  is  17.8 
millimeters,  the  correction  is  +0.2  mil¬ 
limeter.  If  the  average  reading  of  the 
0.08  microgram  per  milliliter  concentra¬ 
tion  of  those  same  three  plates  in  17.0 
millimeters,  the  corrected  value  is  then 
17.2  millimeters.  Plot  these  corrected 
values,  including  the  average  of  the  0.10 
micrc^am  per  milliliter  concentration 
on  one-cycle  ,semilog  paper,  using  the 
concentration  in  micrograms  per  mil¬ 
liliter  as  the  ordinate  (the  logarithmic 
scale)  and  the  diameter  of  the  zone  of 
inhibition  as  the  abscissa.  Construct  the 
best  straight  line  through  the  points, 
either  by  inspection  or  by  means  of  the 
following  equations: 

_  _3a+2b+e— e 
6  ' 

„  8e+2cl+c— o 

g  . 

idiere: 

£= calculated  zone  diameter  for  the  low¬ 
est  concentration  of  the  standard 
curve. 

Hs:  calculated  zone  diameter  for  the  high¬ 
est  concentration  of  the  standard 
curve. 

e=  average  value  of  36  zone  diameters  of 
the  0.1  microgram  per  milliliter 
standards. 

a,  b,  d,  e=corrected  zone  diameters  for 
the  0.064.  0.080,  0.125.  and  0.166  ml- 
crogram  per  mlllUlter  standard 
solutions,  respectively. 

Plot  the  value  obtained  for  L  and  H  and 
connect  the  points  with  a  straight  line. 
Use  three  plates  for  each  sample.  Fill 
three  cylinders  on  each  plate  with  the 
standard  0.10  microgram  per  milliliter 
solution  and  three  cylinders  on  each 
plate  with  the  0.10  microgram  per  milli¬ 
liter  (estimated)  sample,  alternating 
standard  and  sample.  Incubate  all 
plates,  including  those  containing  the 
standEurd  curve,  at  30”  C.  overnight,  and 
measure  the  diameter  of  each  circle  of 
inhibition.  To  estimate  the  potency  of 
the  sample,  average  the  zone  readings 
of  the  standard  and  the  zone  readings  of 
the  sample  on  the  three  plates  used.  If 
the  sample  gives  a  larger  zone  size  than 
the  average  of  the  standard,  add  the 
difference  between  them  to  the  0.10  mi¬ 
crogram  per  milliliter  zone  on  the  stand¬ 
ard  curve.  If  the  average  sample  value  is 
lower  than  the  standard  value,  subtract 
the  difference  between  them  from  the 
0.10  microgram  per  milliliter  value  on  the 
curve.  From  the  standard  curve,  read 
the  potencies  corresponding  to  these  cor¬ 
rect^  values  of  zone  sizes. 

(8)  Turbidimetric  assay.  In  lieu  of 
the  plate-assay  method  described  above, 
the  sample  may  be  assayed  for  potency 
by  the  following  turbidimetric  method: 

(i)  Test  culture  and  media.  The  test 
organism  is  Staphylococcus  aureus 
(ATCX;  6538-P) .  Prepare  a  Roux  bottle 
suspension  of  this  organism  as  described 
in  §  141a.l(e)  of  tiiis  chapter.  This 
suspension  may  be  used  for  2  weeks  if 
stored  in  the  refrigerator.  Prepare  the 
daily  inoculum  by  adding  10  to  20  milli¬ 
liters  of  the  standardized  -  susprasion 
dilution  to  e£u:h  liter  of  broth  prepared 
as  in  9  141a.l(b)  (3)  of  this  chapter. 

(ii)  Working  standard.  Prepare  a 
stock  solution  by  dissolving  an  appro¬ 
priate  aliquot  of  the  standard  in  suffi¬ 


cient  0.01  N  HCl  to  give  a  concentration 
of  1,000  micrograms  per  milliliter.  Keep 
in  a  glass-stoppered  flask  and  store  in 
the  refrigerator  for  not  more  than  1 
week.  Prepare  solutions  for  the  daily 
standard  curve  by  diluting  an  aliquot 
of  the  stock  solution  in  0.1  M  phosphate 
buffer,  pH  4.5,  to  the  following  concen¬ 
trations:  0.036,  0.047,  0.060,  0.077,  and 
0.099  microgram  per  milliliter.  Place  1 
milliliter  of  each  concentration  in  each 
of  three  replicate  tubes  16  millimeters  x 
125  millimeters  (outside  dimension) .  To 
each  tube,  add  9  milliliters  of  inoculated 
broth  described  in  subdivision  (i)  of  this 
subparagraph  and  place  immediately  in 
a  water  bath  at  37”  C.  for  3  to  4  hours. 
Remove  the  tubes  and  add  0.5  milli¬ 
liter  of  a  12  percent  solution  of  formalde¬ 
hyde  to  each  tube. 

(iii)  Preparation  of  sample.  Prepare 
an  appropriate  stock  solution  of  the 
sample  in  0.01  N  HCl.  Dilute  fiirther  in 
pH  4.5  buffer  to  a  flnal  estimated  con¬ 
centration  of  0.06  microgram  per  milli¬ 
liter.  Add  1  milliliter  of  this  flnal 
concentration  to  each  of  three  replicate 
tubes  and  proceed  as  described  for  the 
standard  solution  tubes  in  subdivision 
(ii)  of  this  subparagraph.  After  incu¬ 
bation  and  the  addition  of  formalde¬ 
hyde  to  all  tubes,  including  standard 
and  sample  tubes,  read  the  absorbance 
values  in  a  suitable  photoelectric  color¬ 
imeter,  using  a  wavelenglii  of  530  m#(. 
Set  the  instrument  at  zero  absorbance 
with  clear,  uninoculated  broth  prepared 
as  described  in  9  141a.l(b)  (3). 

(iv)  Estimation  of  potency.  Plot  the 
average  absorbance  values  for  each  con¬ 
centration  of  the  standard  on  one-cycle 
semilogarithmlc  graph  paper  with  ab¬ 
sorbance  values  on  the  arithmetic  scale 
and  concentrations  on  the  k^arithmic 
scale.  Construct  the  best  straight  line 
through  the  points  either  by  inspection 
or  by  means  of  the  equations  described 
in  9  141c.231(a)  (1)  (v) .  Average  the  ab¬ 
sorbance  values  for  the  sample  and  read 
the  chlortetracycline  concentration  f  nun 
the  standard  curve.  Multiply  the  con¬ 
centration  by  appropriate  dilution  fac¬ 
tors  to  obtain  the  chlortetracycline 
content  of  the  sample. 

(9)  Chlortetracycline  content.  Its 
potency  is  satisfactory  if  the  immediate 
containers  contain  85  percent  of  the 
number  of  grams  they  are  represented  to 
contain. 

(b)  Sterility.  Using  40  milligrams 
from  each  container  tested,  proceed  as 
directed  in  9 141a.2  of  this  chapter,  ex¬ 
cept  that  neither  penicillinase  nor  the 
control  tube  is  used  in  the  test  for 
bacteria. 

(c)  Toxicity.  Proceed  as  directed  in 
9  141a.4  of  this  chapter,  using  as  a  test 
dose  0.5  milliliter  of  an  aqueous  solution 
containing  2  milligrams  per  milliliter, 
except  if  it  is  intended  for  use  solely  m 
the  manufacture  of  a  veterinary  drug 
for  nonparenteral  use,  use  a  test  dose  of 
0.4  milliliter  of  such  solution. 

(d)  Pyrogens.  Proceed  as  directed  in 
9  141a.3  of  this  chapter,  using  a  test  dose 
of  1.0  milliliter  per  kilogram  of  an 
aqueous  solution  containing  5  milligrams 
per  milliliter. 

(e)  Histamine.  Proceed  as  directed  in 
9  141b.l05  of  this  chapter,  using  as  a  test 


dose  0.6  milliliter  per  kilogram  of  a  solu¬ 
tion  containing  5  milligrams  per  milli¬ 
liter  prepared 'with  the  diluent  recom¬ 
mended  by  the  manufacturer  in  his 
labeling  for  the  drug. 

(f)  Moisture.  Proceed  as  directed  in 
9 141a.5(a)  or  9 141a.26(e)  of  this 
chapter. 

(g)  pH.  Proceed  as  directed  in 
9  141a.5(b)  of  this  chapter,  u^ng  an 
aqueous  solution  containing  10  milli¬ 
grams  per  milliliter. 

(h)  Microscopical  test  for  crystallinity. 
Proceed  as  directed  in  9  141a.5(c)  of  this 
chapter. 

§  141c.202  Chlortetracycline  hydrochlo¬ 
ride  ointment,  ^lortetracycline  cal- 
chun  mntment,  idilortetracycline  cal¬ 
cium  cream;  tetracycline  hydrochlo¬ 
ride  ointment  (tetracycline  hydro¬ 
chloride  in  oil  nispension) ;  tetracy¬ 
cline  ointment  (tetracycline  cream).' 

(a)  Potency.  If  it  is  tetrsuiycline 
hydrochloride  ointment  or  tetracycline 
ointment,  proceed  as  directed  in  9  141c.- 
218(a) ,  and  if  it  is  chlortetracycline  oint¬ 
ment  proceed  as  directed  in  9  141c.201 
(a) ,  except  9  141c.201(a)  (10) ,  and  in  lieu 
of  the  directions  in  §  141cJ201(a)  (4)  and 
(8)  (iii)  prepare  the  sample  as  follows: 
Place  a  representative  portion  of  the 
sample  (usually  approximately  1.0  gram, 
accurately  weighed)  in  a  separatory 
funnel  containing  approximately  50  mil¬ 
liliters  of  peroxide-free  etlier.  Shake 
ointment  and  ether  until  homogeneous. 
Shake  with  a  25-milliliter  portion  of 
O.OllV  HCl.  Remove  the  acid  layer  and 
repeat  the  extraction  with  three  25-mil¬ 
liliter  quantities  of  O.OIN  HCl.  Combine 
the  extracts  and  make  the  proper  esti¬ 
mated  dilutions  in  0.1  M  monopotassium 
phosphate  buffer,  pH  4.5.  The  sample 
may  also  be  prepared  by  placing  a  repre¬ 
sentative  portion  of  the  sample  (usually 
1.0  gram,  accurately  weighed)  in  a  glass 
blending  jar  containing  200  milliliters  of 
0.01N  HCL  Using  a  high-speed  blender, 
blend  the  mixture  for  approximate^^  3 
minutes  and  make  proper  estimated  dilu¬ 
tions  in  0.1  M  monopotassium  phosphate 
buffer.  pH  4.5.  The  potency  Is  satisfac¬ 
tory  if  it  contains  not  less  than  85  per¬ 
cent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
1 141aA  (b)  of  this  chapter. 

§  141cwS03  Chlortetracycline  troches; 
tetracycline  hydrochloride  troches. 

(a)  Potency.  If  it  is  tetracycline  hy¬ 
drochloride  proceed  as  directed  in  9  141c.- 
218(a).  and  if  it  is  chlortetracycline  hy¬ 
drochloride  troches  proceed  as  directed 
in  9  141c.201(a),  except  9  141C.201  (a) 
(10),  and  in  lieu  of  the  directions  in 
9  141c.201(a)  (4)  and  (8)  (iii)  prepare 
the  sample  as  follows:  Place  12  troches 
in  a  glass  blending  jar  containing  500 
milliliters  of  0.01  N  HCl.  Using  a  high¬ 
speed  blender,  blend  for  3  to  5  minutes 
and  then  make  the  proper  estimated 
dilutions  in  the  buffer  solution.  The 
average  potency  of  the  troches  is  satis¬ 
factory  if  they  contain  not  less  than 
85  percent  of  the  number  of  milligrams 
they  are  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
9  141a.5(a)  of  this  chiq;>ter. 
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RULES  AND  REGULATIONS 


§  141C.204  CUortetracjcline  hydrochlo* 
ride  capcolee;  tetracycline  hydrochlo¬ 
ride  capsules;  tetracycline  capsules; 
tetracycline  phosfdiate  c<Hnplex  cap¬ 
sules. 

(a)  Potency.  Using  3  capsules  of  250 
milligrams  or  5  capsules  of  50  milligrams 
or  100  milligrams  and  500  milliliters  of 
0.01  N  HCl  in  the  blender,  proceed  as  di¬ 
rected  in  1 141c.203(a)  if  it  is  chlortetra- 
cycline.  If  it  is  tetracycline  hydrochlo¬ 
ride,  tetracycline,  or  tetracycline  phos¬ 
phate  complex,  use  500  milliliters  of  0.1 
N  HCl,  and  proceed  as  directed  in 
8  141c.218(a).  If  it  contains  yegetable 
oils,  use  1  milliliter  of  polysorbate  80  and 
stifQcient  solvent  to  give  500  milliliters. 
The  average  potency  of  the  drug  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  or  §  141a.26(e)  of  this  chap¬ 
ter. 

§  141c.205  Chlortetracycline  powder 
(chlortetracycline  hydrochloride 
powder) ;  tetracycline  hydrochloride 
powder;  tetracycline  powder. 

(a)  Potency.  Using  a  3.0-gram  sam¬ 
ple  or  the  entire  contents  of  the  immedi¬ 
ate  container  for  each  determination, 
proceed  as  directed  in  §  141c.218!(a) ,  if  it 
is  chlortetracycline  powder.  If  it  is  tet¬ 
racycline  powder,  blend  a  3.0-gram  sam¬ 
ple  as  directed  in  §  141c.203(a) ,  or  recon¬ 
stitute  in  the  immediate  container  as 
directed  in  the  labeling  of  the  drug. 
Transfer  an  appropriate  aliquot  of  1.0 
milliliter  to  5.0  milliliters  to  a  100-milli¬ 
liter  volumetric  flask  and  make  to  mark 
with  0.1  N  HCL  Withdraw  an  aliquot 
from  the  volumetric  flask  and  dilute  to 
0.24  microgram  per  milliliter,  using  M/10 
phosphate  buffer  at  pH  4.5  and  proceed 
as  directed  in  8  141c.218(a) .  The  aver¬ 
age  potency  of  the  powder  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  of  chlortet¬ 
racycline  or  tetracycline  hydrochloride 
or  tetracycline  per  gram  or  i>er  immedi- 

.  ate  container  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

§  141c.206  Chlortetracycline  ophthal¬ 
mic;  tetracycline  hydrochloride  oph¬ 
thalmic. 

(a)  Potency.  If  it  is  tetracycline 
hydrochloride  ophthalmic,  proceed  as 
directed  in  8  141c.218  (a) ;  if  it  is  chlor- 
tetracycUne  ophthalmic,  proceed  as  di¬ 
rected  in  8  141C.201  (a).  Its  potency  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.^  (a)  of  this  chapter. 

(c)  Sterility.  Proceed  as  directed  in 
8  141a.2  of  this  copter  except  that: 

(1)  Do  not  use*  penicillinase  or  the 
control  tube  in  the  test  for  bacteria. 

(2)  In  lieu  of  the  last  sentence  of 
8  141a.2  (b)  of  this  chapter,  the  batch 
meets  the  requirements  of  the  test  for 
bacteria  if  no  tube  shows  growth. 

(3)  In  lieu  of  the  last  sentence  of 
8  141a.2  (c)  of  this  chapter,  the  batch 
meets  the  requirements  of  the  test  for 


molds  and  yeasts  if  no  tube  shows 
growth. 

(d)  pH.  Proceed  as  directed  in  8  141a.5 
(b)  of  this  chapter,  using  a  solution  pre¬ 
pared  as  directed  in  the  labeling  of  the 
drug. 

§  141c.207  Chlortetracycline  tablets 
(chlortetracycline  hydrochloride  tab¬ 
lets)  ;  tetracycline  hydrochloride  tab¬ 
lets  ;  tetracycline  tablets. 

(a)  Potency.  Proceed  as  directed  in 
§  141c.204(a).  The  average  potency  of 
the  drug  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milligrams  it  is  represented  to  con¬ 
tain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  or  §  141a.26  (e)  of  this 
chapter. 

(c)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c)  of  this  chapter. 

§  141c. 208  Chlortetracycline  otic,  tetra¬ 
cycline  hydrochloride  otic. 

(a)  Potency.  If  it  is  chlortetracycline 
proceed  as  directed  in  §  141c.201(a) ,  and 
if  it  is  tetracycline  hydrochloride  pro¬ 
ceed  as  directed  in  §  141c.218  (a) . 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

§  141c.209  Chlortetracycline  dental 
cones. 

(a)  Potency.  Proceed  as  directed  in 
§  141c.203(a).  The  average  potency  of 
the  cone  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

§  141c.210  Chlortetracycline  dental 
paste. 

(a)  Potency.  Proceed  as  directed  in 

§  141C.203  (a),  using  an  accurately 

weighed  sample  of  approximately  2.0 
grams  and  blend  in  200  milliliters  of  0.01 
N  HCl.  The  potency  of  chlortetracy¬ 
cline  dental  paste  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.8  (b)  of  this  chapter. 

§  141c.211  Chlortetracycline  surgical 
powder  (chlortetracycline  hydro¬ 
chloride  surgical  powder) ;  tetracy¬ 
cline  hydrochloride  surgical  powder. 

(a)  Potency — (1)  Dry  powder.  If  it  is 
chlortetracycline,  proceed  as  directed  in 
§  141c.201(a),  and  if  it  is  tetracycline 
hydrochloride  proceed  as  directed  in 
§  141c.218(a).  The  potency  is  satisfac¬ 
tory  if  it  contains  not  less  than  85  per¬ 
cent  of  the  number  of  milligrams  of 
chlortetracycline  hydrochloride  or  tetra¬ 
cycline  hydrochloride  that  it  is  repre¬ 
sented  to  contain. 

(2).  Powder  packaged  with  inert  gases. 
Proceed  as  directed  in  8  141c.230  (a)  (2) . 
The  potency  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milli^ams  of  chlortetracycline  hydro¬ 
chloride  or  tetracycline  hydrochloride 
that  it  is  represented  to  contain. 

(b)  Sterility.  Use  approximately  40 
milligrams  from  each  contaifler,  except 
that  if  it  is  packaged  with  inert  gases, 
thoroughly  cleanse  the  valve  (do  not 


flame)  of  each  container  to  be  tested 
with  a  suitable  disinfectant  and  care¬ 
fully  spray  approximately  40  milligrams 
into  each  tube.  Proceed  as  directed  in 
§  141a.2  of  this  chapter,  except  that 
neither  penicillinase  nor  the  control  tube 
is  used. 

(c)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter,  except  that 
if  it  is  packaged  with  inert  gases  proceed 
as  directed  in  8 141b.ll7  (c)  of  this 
chapter. 

§  141c.212  Chlortetracycline  supposito¬ 
ries  (chlortetracycline  hydrochloride 
suppositories) ;  tetracycline  hydro¬ 
chloride  suppositories. 

(a)  Potency.  If  they  are  tetracycline 
hydrochloride  suppositories,  proceed  as 
directed  in  §  141c.218(a) ;  and  if  they  are 
chlortetracycline  suppositories,  proceed 
as  directed  in  §  141c.201  (a) ,  except  sub- 
paragraph  (10)  of  that  paragraph,  and 
in  lieu  of  the  directions  in  subpara¬ 
graphs  (4)  and  (8)  (iii)  of  §  141c.201(a) 
prepare  the  sample  as  follows:  Place 
three  suppositories  into  a  separatory 
funnel  containing  approximately  50  mil¬ 
liliters  of  peroxide-free  ether.  Shake 
the  suppositories  and  ether  until  homo¬ 
geneous.  Shake  with  a  50-millileter 
portion  of  0.01  N  HCl.  Remove  the 
aqueous  layer  and  repeat  the  extraction 
with  three  50 -milliliter  quantities  of  0.01 
N  HCl.  Combine  the  extractives  and 
centrifuge  an  aliquot  at  2,000  r.p.m.  for 
5  minutes.  Remove  an  aliquot  of  the 
supernatant  and  make  the  proper  esti¬ 
mated  dilutions  in  the  buffer  solution. 
The  average  potency  of  the  suppository 
is  satisfactory  if  it  contains  not  less 
than  85  percent  of  the  number  of  milli¬ 
grams  of  chlortetracycline  or  tetracy¬ 
cline  hydrochloride  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.8(b)  of  this  chapter. 

§  141c.213  Chlortetracycline  gauze 
packing. 

(a)  Potency.  Using  three  packings, 
obtain  the  average  weight  and  average 
linear  length  per  packing.  Assay  three 
packings  by  dissolving  each  in  500  milli¬ 
liters  of  0.1  H  HCl  and  allow  to  soak 
with  frequent  agitation  for  not  less 
than  2  hours.  Use  aliquots  of  these  solu¬ 
tions  and  proceed  as  directed  in  §  141c.- 
201(a).  Calculate  the  average  potency 
per  gram  and  per  linear  foot.  The  aver¬ 
age  potency  of  the  gauze  packing  is  sat¬ 
isfactory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  per 
gram  and  per  linear  foot  it  is  represented 
to  contain. 

(b)  Sterility.  Using  individual  gauze 
packings,  proceed  as  directed  in  §  141a.2 
of  this  chapter,  except  that  neither  peni¬ 
cillinase  nor  the  control  tube  is  used  in 
the  test  for  bacteria. 

(c)  Moisture.  Proceed  as  directed  in  < 
§  141a.5(r.)  of  this  chapter. 

§  141c.214  Chlortetracycline  dressing. 

(a)  Potency.  Using  appropriaie 
volumes  of  peroxide-free  ether  and  0.01 
N  HCl  and  individual  dressings,  or  if  it  is 
a  strip  dressing  an  accurately  weighed 
representative  portion  of  approximately 
1.5  grams,  proceed  as  directed  in 
§  141c.202(a). 
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(b)  SterUity.  Using  approximately 
one-fourth  of  each  individual  dressing 
tested,  proceed  as  directed  in  §  141a.2  of 
this  chapter,  except  that  neither  penicil¬ 
linase  nor  the  control  tube  is  used  in  the 
test  for  bacteria. 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.8(b)  of  this  chapter. 

§  141c.215  Chlortetracycline  with  vaso¬ 
constrictor. 


(a)  Potency.  Proceed  as  directed  in 
§  141c.201(a). 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

§  141c.216  Tetracycline  hydrochloride- 
oleandomycin  ointment. 

(a)  Potency — (1)  Tetracycline  hydro¬ 
chloride  content.  Proceed  as  directed  in 
S  141c.231(a)  (1),  except  prepare  the 
sample  as  directed  in  §  141c.202(a).  Its 
content  of  tetracycline  hydrochloride  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  gram  that  it  is  represented  to 
contain. 

(2)  Oleandomycin  phosphate  content. 
Proceed  as  directed  in  §  141c.231  (c)  (1), 
except  prepare  the  sample  as  follows: 
Place  a  representative  sample  (usually 
1  gram,  accurately  weighed)  in  a  separa¬ 
tory  funnel  containing  approximately  50 
milliliters  of  peroxide-free  ether.  Shake 
ointment  and  ether  until  homogeneous. 
Shake  with  a  25 -milliliter  portion  of  po¬ 
tassium  phosphate  buffer  (pH  8.0).  Re¬ 
move  the  buffer  layer  and  repeat  the 
extraction  with  three  25-milliliter  quan¬ 
tities  of  buffer.  Combine  the  extractives 
and  msJce  the  proper  estimated  dilutions 
in  the  buffer  solution.  The  sample  may 
also  be  prepared  by  placing  an  accurately 
weighed  sample  of  approximately  1.0 
gram  in  a  glass  blending  jar  containing 
200  milliliters  of  the  buffer  solution. 
Using  a  high-speed  blender,  blend  the 
mixture  for  approximately  3  minutes  and 
make  proper  estimated  dilutions  in  the 
buffer  solution.  Its  content  of  oleando¬ 
mycin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  per  gram  that  it  is  repre¬ 
sented  to  contain. 

(3)  Oleandomycin  base  content.  Pro¬ 
ceed  as  directed  in  §  141C.231  (c)  (1), 
except  prepare  the  sample  as  follows: 
Place  an  accurately  weighed  sample  of 
approximately  4.0  grams  in  a  glass  bland¬ 
ly  jar  containing  100  milliliters  of  eth¬ 
anol.  Using  a  high-speed  blender,  blend 
the  mixture  for  approximately  3  minutes. 
Remove  an  appropriate  aliquot  and  di¬ 
lute  to  the  reference  concentration,  using 
potassium  phosphate  buffer.  pH  8  0.  Its 
content  of  oleandomycin  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  per  gram  that 
it  is  represented  to  contain. 

(b'  Moisture.  Proceed  as  directed  in 
S  141a.8  (b)  of  this  chapter. 

(c)  Oleandomycin  base  used  in  making 
the  ointment — ( 1 )  Potency.  Dissolve  the 
sample  in  sufBcient  ethanol  to  give  a 
stock  solution  of  1,000  ^g.  per  milliliter 
(estimated).  Remove  an  appropriate 
aliquot  and  dilute  to  the  reference  con¬ 
centration  of  5.0  iig.  per  milliliter  (esti¬ 
mated),  using  potassium  phosphate  buf¬ 
fer.  pH  8.0,  and  proceed  as  directed  in 
(141C.231  (c)  (1). 


(2)  Toxicity.  Proceed  as  directed  in 
8  141a.4  of  this  chapter,  using  as  a  test 
dose  0.5  milliliter  of  a  saline  solution 
containing  8.0  milligrams  per  milliliter 
prepared  by  dissolving  40  milligrams  in 
2.0  milliliters  of  0.1  N  HCl  and  diluting 
with  the  required  amount  of  sterile  nor¬ 
mal  saline  solution. 

(3)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

(4)  pH.  Proceed  as  directed  in 
8  141a.5  (b)  of  this  chapter,  using  an 
aqueous  suspension  containing  100  milli¬ 
grams  per  milliliter. 

(5)  Crystallinity.  Proceed  as  directed 
in  §  141a.5  (c)  of  this  chapter. 

§  141c.217  Clhlortetracycline  calcium 
syrup  (chlortetracycline  calcium  oral 
drops) ;  tetracycline  syrup  (tetracy¬ 
cline  oral  drops) ;  tetracycline  mag¬ 
nesium  syrup  (tetracycline  mag. 
nesium  oral  drops). 

(a)  Potency.  If  it  is  chlortetracycline 
calcium  syrup,  proceed  as  directed  in 
§  141c.201(a).  If  it  is  tetracycline  syrup 
or  tetracycline  magnesium  syrup,  use  a 
1 -milliliter  aliquot  of  the  sample  and 
proceed  as  directed  in  §  141c.205(a). 
Blend  for  5  minutes  and  proceed  as  di¬ 
rected  in  §  141c.218(a).  Its  potency  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  equivalent  number  of 
milligrams  of  chlortetracycline  or  tetra¬ 
cycline  hydrochloride  per  milliliter  that 
it  is  represented  to  contain. 

(b)  pH.  Using  the  undiluted  sample, 
proceed  as  directed  in  §  141a.5(b)  of 
this  chapter. 

(c)  Toxicity  (.if  it  is  chlortetracycline 
calcium  syrup  or  tetracycline  magnesium 
syrup).  Administer  orally,  by  means  of 
cannula  or  other  suitable  device,  to  each 
of  5  mice,  within  the  weight  range  of 
18  grams  to  25  grams.  0.5  milliliter  con¬ 
taining  12.5  milligrams,  except  that  if  it 
contains  analgesic  substances  or  anti- 
histaminics,  administer  0.5  milliliter 
containing  6.25  milligrsuns.  Dilute  the 
preparation  with  sterile  distilled  water, 
if  necessary,  to  contain  the  quantity  of 
drug  per  0.5  milliliter.  If  no  animal  dies 
within  48  hours,  the  sample  is  nontoxic.- 
If  one  or  more  animals  die  within  48 
hours,  repeat  the  test  with  5  unused  mice 
weighing  20  grams  (±0.5  gram)  each;  if 
all  animals  survive  the  repeat  test,  the 
sample  is  nontoxic. 

§  14lc.218  Tetracycline  hydrochloride. 

(a)  Potency.  Use  the  tetracycline 
hydrochloride  working  standard  as  the 


Absorptivity  (1%,  1  cm.)  = 


standard  of  comparison,  and  proceed  as 
directed  in  8  141c.201(a),  except: 

(1)  Use  0.1  N  Ha  instead  of  0.01  N 
Ha  for  the  preparation  of  the  standard 
stock  solution  and  the  sample  stock 
solution. 

(2)  In  the  cylinder-plate  assay: 

(i)  Further  dilute  the  samples  in  0.1 
AT  phosphate  buffer,  pH  4.5,  to  an  esti¬ 
mated  final  concentration  of  1.0  micro¬ 
gram  per  milliliter  instead  of  0.10  micro¬ 
gram  per  milliliter;  and 

(ii)  The  final  concentrations  for  the 
standard  curve  are  0.64,  0.8,  1.0,  1.25, 
and  1.56  micrograms  per  milliliter. 

(3)  In  the  turbidimetric  assay: 

(i)  Further  dilute  the  samples  in  0.1 
M  phosphate  buffer.  pH  4.5,  to  an  esti¬ 
mated  final  concentration  of  0.24  micro¬ 
gram  per  milliliter  instead  of  0.06  micro¬ 
gram  per  milliliter;  and 

(ii)  The  final  concentrations  for  the 
standard  curve  are  0.146,  0.187,  0.240, 
0.308,  and  0.395  microgram  per  milli¬ 
liter. 

The  potency  of  tetracycline  hydrochlo¬ 
ride  intended  for  use  by  injection  is 
satisfactory  if  each  immediate  container 
contains  not  less  than  90  percent  of  the 
tetracycline  hydrochloride  that  it  is  rep¬ 
resented  to  contain. 

(b)  Sterility  and  toxicity.  Proceed  as 
directed  in  §  141C.201  (b)  and  (c). 

(c)  Pyrogens.  Proceed  as  directed  in 
8  141a.3  of  this  chapter,  using  as  a  test 
dose  1.0  milliliter  per  kilogram  of  an 
aqueous  solution  containing  500  micro¬ 
grams  per  milliliter. 

(d)  Histamine,  moisture.  pH,  and 
crystallinity.  Ebroceed  as  directed  in 

'  8  141C.201  (e).  (f>.  and  (g)  and  8  141a.5 

I  (c)  of  this  chapter. 

!  (e)  Absorptivity.  Dissolve  approxi- 

>  mately  40  milligrams  on  the  anhydrous 

>  basis  of  the  sample,  accurately  weighed, 
in  approximately  150  milliliters  of  dis¬ 
tilled  water  by  mixing  thoroughly.  Di- 

'  lute  to  exactly  250  milliliters  with 
;  distilled  water  and  mix  thoroughly. 
^  Transfer  a  10.0-milliliter  aliquot  of  this 
.  solution  to  a  100-milliliter  volumetric 
I  fiask,  add  about  75  milliliters  of  distilled 
.  water  and  5.0  milliliters  of  5  N  NaOH, 
[  and  then  make  to  100  milliliters  with 
1  water  and  mix  thoroughly.  Exactly  6 
minutes  after  the  addition  of  the  NaOH. 
determine  the  absorbance  of  the  solution 
at  380  mu  compared  with  distilled  water 
3  as  a  blank.  Use  a  suitable  spectrophoto- 
3  meter  for  the  absorbance  measurements. 

Absorbance  at  380  m«i  X  25,000 
Weight  of  sample  in  milllgrai^’ 


§  141c.219  Crude  chlortetracycline  oral 
veterinary. 

(a)  Potency.  Accurately  weigh  ap¬ 
proximately  3.0  grams  of  the  sample  and 
place  in  a  blending  jar  containing  200 
milliliters  of  an  acid-acetone  solution 
prepared  with  1  part  4  H  Ha,  6  parts 
distilled  water,  and  13  parts  acetone. 
Blend  for  3  minutes.  Using  an  aliquot 
of  the  liquid,  make  the  proper  estimated 
dilutions  in  M/10  monopotassium  phos¬ 
phate  buffer  pH  4.5,  shake  well,  and 
proceed  as  directed  in  8  141c.201(a)  (8). 


Its  content  of  chlortetracycline  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  grams  that  it  is 
represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  of  this  chapter. 

§  141c.220  Tetracycline. 

(a)  Moisture.  Proceed  as  directed  in 
8  141a.26(e)  of  this  chapter.  Use  the 
value  obtained  to  calculate  the  weighed 
samples  used  in  paragraphs  (b) .  (c) ,  and 
(f)  of  this  section  to  the  anhydrous 
compound. 
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(b)  Potency.  Using  40  miUlgrams  (as 
the  anhydrous  compound)  of  sample, 
proceed  as  directed  in  S  141C.218  (a). 

(c)  Toxicity.  Proceed  as  directed  In 
§  141b.l03  of  this  chapter,  using  as  a  test 
dose  0.5  milliliter  of  an  aqueous  solution 
contedning  2.0  milligrams  per  milliliter 
prepared  by  dissolving  40  milligrams  (sis 
the  smhydrous  compound)  in  2.0  milli¬ 
liters  of  0.1  N  HCl  smd  diluting  with  the 
required  simount  of  water. 

(d)  vH.  Proceed  as  directed  in 
§  141a.5  (b)  of  this  chapter,  using  an 
aqueous  suspension  prepared  by  adding 
10  milligrsuns  per  milliliter. 

(e)  Crystallinity.  Proceed  as  directed 
in  S  141a.5  (c)  of  this  chapter. 

(f)  Absorptivity.  Proceed  as  directed 
in  §  141c.218(e) ,  except  dissolve  40  milli- 
grsuns  (as  the  anhydrous  compound)  in 
2.0  milliliters  0.1  N  HCl  and  dUute  to 
250  milliliters  with  distilled  water. 

§  141c.221  Tetracycline  hydrochloride 
for  intramuscular  use;  tetracycline 
phosphate  complex  for  intramuscular 
use. 

(a)  Potency.  Reconstitute  the  ssunple 
as  directed  on  the  label  or  labeling. 
Using  a  suitsd)le  S3n*inge,  withdraw  a 
one-dose  aliquot  and  place  in  a  100- 
milliliter  volumetric  flask.  Make  to 
mark  with  0.1  N  HCl,  and  proceed  as 
directed  in  §  141c.218(a).  Its  potency  is 
satisfactory  if  the  immediate  container 
contains  not  less  than  90  percent  of  the 
number  of  milligrams  of  tetracycline 
hydrochloride  or  tetracycline  phosphate 
complex  that  it  is  represented  to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
§  141C.201  (b). 

(c)  Pyrogens.  Proceed  as  directed  In 
S  141C.218  (c). 

(d)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(e)  pH.  Proceed  as  directed  in  §  141a.5 
(b)  of  this  chapter,  using  an  aqueous 
solution  containing  10  milligrams  per 
milliliter. 

(f)  Histamine  in  the  tetracycline  phos¬ 
phate  complex  used  in  making  the  batch. 
Proceed  as  directed  in  i  141b.l05  of  this 
chapter,  using  as  a  test  dose  0.6  milliliter 
of  a  solution  containing  5  milligrams  per 
milliliter  prepared  by  dissolving  40  milli¬ 
grams  in  2.0  milliliters  of  0.1  N  HCl  and 
diluting  with  the  required  amoimt  of 
water. 

§  141C.222  Tetracycline  hydrochloride 
oral  suspension  (tetracycline  hydro¬ 
chloride  homogenized  mixture)  ;  tet¬ 
racycline  phosphate  complex  oral 
suspensi<m  (tetracycline  phosphate 
complex  orid  drops) ;  tetracycline 
hydi^hloride  oral  solution;  tetracy¬ 
cline  calcium  oral  suspension;  tetra¬ 
cycline  oral  suspension. 

(a)  Potency.  Transfer  1  milliliter  of 
the  well-shaken  suspension  to  a  suitable 
high-speed  blender  containing  500  milli¬ 
liters  of  0.1  H  HCL  Blend  for  5  minutes 
and  proceed  as  directed  in  §  141c.218(a) . 
Its  potency  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milllgraxns,  or  the  equivalent  number 
of  milligrams,  of  tetracycline  hydro¬ 
chloride  per  milliliter  tht^  it  is  repre¬ 
sented  to  contain. 

(b)  Moisture.  If  it  is  tetracycline  hy¬ 
drochloride  oral  suspension,  tetracycline 
oral  suspension,  tetracycline  hydro<^o- 


ride  oral  solution,  or  tetracycline  phos¬ 
phate  complex  oral  suspension,  proceed 
as  directed  in  S  141a.7  of  this  chapter. 

(c)  pH.  If  it  is  tetracycline  hydro¬ 
chloride  oral  solution  or  tetracycline  cal¬ 
cium  oral  suspension,  use  the  undiluted 
drug  and  proceed  as  directed  in  §  141a.5 
(b)  of  this  chapter. 

§  141c.223  Chlortetracycline-neomycin- 
streptomycin-penicillin  ointment; 
chlortetracycline  -  neomycin  -  dihydro- 
streptomycin-penicillin  ointment ;  tet¬ 
racycline  hydrochloride-neomycin- 
streptomycin-penicillin  ointment; 
tetracycline  hydrochloride-neomycin- 
dihydi^treptomycin-penicillin  oint¬ 
ment. 

(a)  Potency — (1)  Penicillin  content. 
Place  an  accurately  weighed , sample  of 
approximately  1  gram  in  an  extraction 
funnel  prepared  by  fusing  a  ground-glass 
Joint  to  the  top  of  a  medium-porosity 
sintered-glass  Alter  funnel  (30-milli¬ 
meter  diameter).  Wash  with  flve  10- 
milliliter  portions  of  warm  iso-octane 
and  draw  off  the  ointment  base  tmder 
vacuum.  Discard  the  iso-octane  wash¬ 
ings.  Wash  the  residue  with  three  10- 
milliliter  portions  of  chloroform  and 
draw  off  imder  vacuum,  combine  the  ex¬ 
tracts,  and  make  to  mark  in  a  250-milli¬ 
liter  volumetric  flask  with  absolute  alco¬ 
hol.  Make  the  proper  estimated  dilutions 
in  1-percent  phosphate  buffer,  at  pH  6.0, 
and  proceed  as  directed  in  §  141a.l  of 
this  chapter.  Its  content  of  penicillin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  niunber  of  units  per 
gram  of  ointment  that  it  is  represented 
to  contain. 

(2)  Chlortetracycline  content.  Wash 
the  residue  in  the  funnel  four  times  with 
lO-milliliter  portions  of  0.3  percent  pi¬ 
peridine  in  acetone  solution.  Withdraw 
each  washing  under  vacuiun.  Combine 
the  four  washings  in  a  100-milliliter  vol¬ 
umetric  flask  and  make  to  mark  with  0.1 
M  monopotassium  phosphate  buffer,  pH 
4.5.  The  sample  may  also  be  prepared 
by  placing  a  representative  portion  (usu¬ 
ally  1.0  gram,  accurately  weighed)  in  a 
glass  blending  jar  containing  199  milli¬ 
liters  of  0.01  N  HCl  and  1.0  milliliter  of 
polysorbate  80.  Using  a  high-speed 
blender,  blend  the  mixture  for  2  to  3 
minutes  and  make  proper  estimated  dilu¬ 
tions  in  0.1  M  monopotassium  phosphate 
buffer,  pH  4.5,  adding  sufficient  penicil¬ 
linase  to  inactivate  the  penicillin.  Pro¬ 
ceed  as  directed  in  §  141c.201(a)  (8). 
Its  content  of  chlortetracycline  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  per 
gram  that  it  is  represented  to  contain. 

(3)  Tetracycline  hydrochloride  con¬ 
tent.  Prepare  the  sample  as  directed  in 
subparagrs4?h  (2)  of  this  paragrcq)h  and 
proceed  as  directed  in  §  141C.218.  Its 
content  of  tetracycline  hydrochloride  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  gram  of  ointment  that  it  is  repre¬ 
sented  to  contain. 

(4)  Neof^ycin  content.  The  residue 
remaining  in  the  funnel  after  the  extrac¬ 
tion  described  in  subparagraph  (2)  of 
this  paragraph  0(Mitains  tiie  neomycin 
and  strepUHnycln  or  dihydrostreptomy¬ 
cin.  Wash  this  residue  flve  times,  using 
10-milliliter  aliquots  of  0.1  M  pho(eg>hate 
buffer,  pH  8.0,  drawing  each  washing  off 


under  vacuum.  Combine  the  washings 
in  a  lOO-mUliliter  volumetric  flask  and 
make  to  mark  with  0.1  M  phosphate 
buffer,  pH  8.0.  Using  an  aliquot  of  this 
aqueous  solution,  proceed  as  directed  in 
§  141a.65(a)  (4)  (i)  or  (ii)  of  this  chap¬ 
ter.  The  content  of  neom3rcln  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  per 
gram  of  ointment  that  it  is  represented 
to  (xmtain. 

(5)  Streptomycin  content.  Using  an 
aliquot  of  the  aqueous  solution  prepared 
in  subparagraph  (4)  of  this  paragraph, 
proceed  as  directed  in  §  141b.l01(a) 
through  (i)  of  this  chapter.  The  con¬ 
tent  of  streptomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  per  gram  of  oint¬ 
ment  that  it  is  represented  to  contain. 

(6)  Dihydrostreptomycin  content. 
Using  an  aliquot  of  the  aqueous  solution 
prepared  in  subparagraph  (4)  of  this 
paragraph,  and  the  dihydrostreptomycin 
working  standard  as  a  standard  of  com¬ 
parison,  proceed  as  directed  in  §  141b.l01 
(a)  through  (i)  of  this  chapter.  The 
content  of  dihydrostreptomycin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  per 
gram  of  ointment  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.8(b)  of  this  chapter. 

§  141c.224  Tetracycline  hydrochloride- 
nystatin  capsules;  tetracycline  phos¬ 
phate  complex-nystatin  capsules. 

(a)  Capsules — (1)  Potency — (i)  Tet- 
racycline  hydrochloride  content;  tetra¬ 
cycline  phosphate  complex  content. 
Proceed  as  directed  in  §  141c.204(a)  for 
tetracycline  hydrochloride  capsules  and 
tetracycline  phosphate  complex  cap¬ 
sules.  Its  potency  is  satisfactory  if  it 
contains  the  equivalent  of  not  less  than 
85  percent  of  the  number  of  milligrams 
of  tetracycline  hydrochloride  that  it  is 
represented  to  contain. 

(ii)  Nystatin  content.  Prepare  the 
sample  for  assay  by  placing  a  representa¬ 
tive  number  of  capsules  in  a  blending  jar 
with  sufficient  dimethylformamidc  (pre¬ 
viously  adjusted  to  pH  6.5±0.5  with  con¬ 
centrated  HjS04)  to  give  a  stock  solution 
of  convenient  concentration.  Blend  for 
2  minutes  in  a  high-speed  blender. 
Assay  as  directed  in  paragraph  (b)  of 
this  section.  Its  content  of  nystatin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  units  that 
it  is  represented  to  contain. 

,(iil)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(b)  Nystatin  used  in  making  the  cap¬ 
sules — (1)  Potency — (i)  Cylinders 
(cups') .  Use  cylinders  described  in 
8  141a.l  (a)  of  this  chapter. 

(ii)  Culture  media.  Use  ingredients 
that  conform  to  the  standards,  if  any, 
prescribed  by  the  U.  S.  P.  or  N.  P. 

(a)  Make  nutrient  agar  for  canrlng 
the  organism  and  for  preparing  the  In¬ 
oculated  agar  plates  as  follows: 


peptone _ 0.4  grams. 

Yeast  extract _ _  4.7  grams. 

Beef  extract _ _  2.4  grams. 

Sodium  chloride _ _ _ lO.t)  grams. 

Dextrose _ 10.0  grams. 

Agar  _____________________  23A  grams. 

Distilled  water  to  make _  1,000  milliliters. 


pH  6.0  to  6.2  after  sterilization. 
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with  absorbance  values  on  the  arithmetic 
scale  and  nystatin  concentrations  on  the 
logarithmic  scale.  Construct  the  best 
straightline  through  the  points,  either 
by  inspection  or  by  means  of  the  follow¬ 
ing  equations: 

,_8a+2b+c— e 

6 

8«+2d+c— o* 

H  = - - - 

where 

L=ebeorbance  Talue  for  the  lowest  oon- 
oentratlon  of  the  standard  curve. 

H=  abeorbance  value  for  the  highest  con* 
centratlon  of  the  standard  curve. 

a,  b,e,d,e = average  absorbance  values  for 
each  concentration  of  the  standard 
curve. 

Plot  the  values  obtained  for  L  and  H  and 
connect  the  points  with  a  straightline. 
Average  the  absorbance  values  for  the 
sample  and  read  the  nystatin  concentra¬ 
tion  from  the  standard  curve.  Multiply 
the  concentration  by  appropriate  dilution 
factors  to  obtain  the  nystatin  content  of 
the  sample.  Its  content  of  nystatin  is 
satisfactory  if  it  is  not  less  than  85  per¬ 
cent  of  the  number  of  units  that  it  is 
represented  to  contain. 

(2)  Toxicity.  Inject  intraperitone- 
ally  each  of  5  mice,  within  the  weight 
range  of  18  grams  to  25  grams,  with  0.5 
milliliter  of  a  suspension  of  the  drug 
containing  1,200  units  per  milliliter  in  a 
0.5  percent  acacia  solution.  If  no  animal 
dies  within  48  hours,  the  sample  is  non¬ 
toxic.  If  one  or  more  of  the  animals  die 
within  48  hours,  repeat  the  test  with  5 
unused  mice  weighing  20  grams  (±0.5 
gram)  each;  if  all  animals  survive, the 
repeat  test,  the  sample  is  nontoxic. 

(3)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(4)  vH.  Proceed  as  directed  in 
§  141a.5  (b)  of  this  chapter,  using  a  3- 
percent  aqueous  s\ispension  of  the  drug. 

(5)  Identity.  Weigh  approximately 
20  milligrams  of  the  sample  in  a  100-mil¬ 
liliter  glass-stoppered  volumetric  flask, 
add  about  75  milliliters  absolute  methyl 
alcohol,  and  shake  mechanically  for  30 
minutes.  Dilute  to  volume  with  methyl 
alcohol.  Transfer  10.0  milliliters  of  this 
solution  to  a  100-milliliter  volumetric 
flask  and  dilute  to  volume  with  methyl 
alcohol.  Within  2  hours,  determine  the 
absorption  peak  at  230  m/x,  291  m^, 
305  m/K,  and  319  m/u  and  the  shoulder  at 
279±2  m^.  using  a  suitable  ultraviolet 
spectrophotometer  and  quartz  cells.  Set 
the  instrument-  to  100  percent  transmis¬ 
sion  with  absolute  me^yl  alcohol.  If  a 
recording  spectrophotometer  is  used, 
record  the  ultraviolet  absorption  spec¬ 
trum  from  220  mix  to  320  m/i.  If  a  non- 
recording  spectrophotometer  is  used,  the 
exact  positions  of  the  peaks  and  shoulder 
should  be  determined  for  the  particular 
instrument  used.  The  ratio  of  the  two 
absorbancies  (Aao/Am)  should  be  not  less 
than  0.90  and  not  more  than  1.25. 

§  141c.225  Tetracycline  hydrochloride- 
nystatin  tablets. 

(a)  Tablets — (1)  Potency — (i)  Tetra¬ 
cycline  hydrochloride  content.  Proceed 
as  directed  in  §  141c.224(a)  (1)  (i).  Its 
content  of  tetracycline  hydrochloride  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 


(ii)  Nystatin  content.  Proceed  as  di¬ 
rected  in  9 141C.224  (a)  (1)  (li).  Its 
content  of  n3rstatin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Moisture.  Proceed  as  directed  in 
9  141a.5  (a)  or  9  141a.28  (e)  of  this  chap¬ 
ter. 

(3)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c)  of  this  chapter. 

(b)  Nystatin  used  in  making  the  tab¬ 
lets.  Proceed  as  directed  in  9  141c.224 
(b). 

§  141c.226  Tetracycline  and  vasocon- 

‘  strictor  suspension. 

(a)  Potency.  Proceed  as  directed  in 
§  141c.218(a).  Its  potency  is  satisfac¬ 
tory  if  it  contains  not  less  than  85  per¬ 
cent  of  the  niunber  of  milligrams  that  it 
is  represented  to  contain. 

(b)  pH.  Using  the  undiluted  sample, 
proceed  as  directed  in  §  141a.5  (b)  of 
this  chapter. 

§  141c.227  Chlortetracycline  spray 
dressing  (chlortetracycline  hydro¬ 
chloride  spray  dressing).  • 

(a)  Potency.  Spray  the  entire  con¬ 
tents  of  the  well  shaken  sample  into  a 
large  tared  beaker.  Place  in  a  vacuum 
desiccator,  evacuate,  and  allow  to  stand 
at  room  temperature  for  16  to  18  hours. 
After  the  gas  has  volatilized,  accurately 
weigh  the  beaker  and  contents  and  de¬ 
termine  the  weight  of  the  ointment 
ejected  when  used  as  directed  in  its  la¬ 
beling.  Remove  a  representative  quan¬ 
tity  (usually  1  gram)  of  the  ointment 
from  the  beaker,  accurately  determine 
its  weight,  and  place  in  a  separatory 
funnel  containing  approximately  50  mil¬ 
liliters  of  peroxide-free  ether.  Proceed 
as  directed  in  §  141c.202(a).  The  con¬ 
tent  of  the  immediate  container  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  grams  of  oint¬ 
ment  that  it  is  represented  to  contain. 
The  potency  of  the  ointment  is  satisfac¬ 
tory  if  it  contains  not  less  than  85  per¬ 
cent  of  the  number  of  milligrams  of 
chlortetracycline  hydrochloride  per 
gram  that  it  is  represented  to  contain. 

(b)  Sterility.  Using  an  amount  of 
spray  (usually  5  to  8  seconds)  equivalent 
to  approximately  40  milligrams  of  chlor¬ 
tetracycline  from  each  container  tested, 
proceed  as  directed  in  §  141a.2  of  this 
chapter,  except  that  neither  penicillinase 
nor  the  control  tube  is  used  in  the  test 
for  bacteria. 

(c)  Moisture.  Proceed  as  directed  in 
§  141b.ll7(c)  of  this  chapter,  except  dis¬ 
solve  the  sample  in  10  milliliters  of  dry 
chloroform. 

§  141c.228  Chlortetracycline  hydrochlo¬ 
ride-neomycin  tablets  veterinary;  tet¬ 
racycline  hydrochloride-neomycin 
tablets  veterinary. 

(a)  Potency — (1)  Chlortetracycline 
hydrochloride  content.  Prepare  the 
sample  aa  follows:  Using  a  mortar  and 
pestle,  grind  5  tablets  to  a  fine  powder. 
Using  200  milliliters  of  absolute  methyl 
alcohol,  quantitatively  transfer  the  pow¬ 
der  to  a  blending  jar  and  blend  at  high 
speed  for  2  minutes.  Centrifuge  a  por¬ 


tion  of  the  liquid  at  high  speed  for  suffi¬ 
cient  time  (usually  15  minutes)  to  ob¬ 
tain  a  substantially  clear  solution. 
Dilute  an  aliquot  of  the  clear  solution 
in  sufficient  0.10  M  monobasic  potassium 
phosphate  buffer,  pH  4.5,  to  give  a  con¬ 
centration  of  0.06  microgram  per  milli¬ 
liter  (estimated).  Proceed  as  directed 
in  9 141c.201(a)  (8).  Its  content  of 
chlortetracycline  hydrochloride  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  per 
tablet  that  it  is  represented  to  contsun. 

(2)  Tetracycline  hydrochloride  con¬ 
tent.  Prepare  the  sample  as  directed  in 
subparagraph  (1)  of  this  paragraph,  ex¬ 
cept  dilute  the  sample  to  an  estimated 
concentration  of  0.24  microgram  per 
milliliter  and  proceed  as  directed  in 
§  141c.218(a)  (3).  Its  content  of  tetra¬ 
cycline  hydrochloride  is  satisfactory  if 
it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  per  tablet  that 
it  is  represented  to  contain. 

(3)  Neomycin  content.  Proceed  as 
directed  in  §  141e.410(a)  (1)  (ii)  of  this 
chapter  if  Staphylococcus  epidermidis  is 
used  as  the  test  organism.  If  Staph¬ 
ylococcus  aureus  is  used  as  the  test 
organism  proceed  as  follows: 

Immediately  after  the  second  blending, 
heat  a  convenient  size  aliquot  of  the 
blend  in  a  steam  bath  for  30  minutes, 
cool,  and  dilute  to  10  micrograms  per 
milliliter  (estimated).  Its  content  of 
neomycin  is  satisfactory  if  it  contains 
85  percent  of  the  number  of  milligrams 
of  activity  per  tablet  that  it  is  repre¬ 
sented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(c)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c)  of  this  chapter. 

§  141c.229  Tetracycline-nystatin  oral 
suspension ;  tetracycline  phosphate 
complex-nystatin  oral  suspension 
(tetracycline  phosphate  complex- 
nystatin  oral  drops). 

(a)  Potency — (1)  Tetracycline  or  tet¬ 
racycline  phosphate  complex  content. 
Proceed  as  directed  in  §  141c.222(a). 
Its  content  of  tetracycline  or  tetracy¬ 
cline  phosphate  complex  is  satisfactory 
if  it  contains  not  less  than  85  percent 
of  the  number  of  milligrams  that  it  is 
represented  to  contain. 

(2)  Nystatin  content.  Use  5  millili¬ 
ters  of  the  sample  and  proceed  as  di¬ 
rected  in  9  141C.224  (a)  (1)  (ii).  Its 
content  of  nystatin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  imits  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
9  141a.7  (c)  of  this  chapter. 

§  141c.230  Chlortetracycline  hydro¬ 
chloride  powder  topical;  tetracycline 
hydrochloride  powder  topical. 

(a)  Potency — (1)  Dry  powder.  Using 
a  3.0-gram  sample  or  the  entire  contents 
of  the  immediate  container  for  each  de¬ 
termination,  prepare  the  sample  as  fol¬ 
lows:  Using  a  high-speed  blender,  blend  a^ 
3.0-gram  sample  in  a  glass  blending  jar 
containing  500  milliliters  of  0.01  N  HCl 
(use  0.1  N  HC3  if  it  is  tetracycline) ,  or 
reconstitute  in  Uie  immediate  container 
as  directed  In  the  labeling  of  the  drug. 
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Transfer  an  appropriate  aliquot  of  1.0 
milliliter  to  5.0  milliliters  to  a  100-milli¬ 
liter  volumetric  flask  and  make  to  mark 
with  0.01  N  HCl  (use  0.1  N  HCl  if  it  is  tet¬ 
racycline).  Withdraw  an  aliquot  from 
the  volumetric  flask,  and  if  it  is  chlor- 
tetracycline  hydrochloride  dilute  to  0.06 
fig  per  milliliter,  using  0.1  M  potas¬ 
sium  phosphate  buffer,  pH  4.5,  and  pro¬ 
ceed  as  directed  in  §  141C.201  (a) .  If  it 
is  tetracycline  hydrochloride,  dilute  to 
0.24  fig.  per  milliliter,  using  0.1  M  potas¬ 
sium  phosphate  buffer,  pH  4.5,  and  pro¬ 
ceed  as  directed  in  §  141c.218  (a).  The 
average  potency  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the  num¬ 
ber  .  of  milligrams  of  chlortetracycline 
hydrochloride  or  tetracycline  hydroclo- 
ride  per  gram  or  per  immediate  container 
that  it  is  represented  to  contain. 

(2)  Powder  packaged  with  rr.,ert  gases. 
Spray,  as  directed  in  the  labeling,  the 
entire  contents  of  each  container  to  be 
tested  into  a  separate  2-liter  Erlenmeyer 
flask,  held  in  a  horizontal  position.  Add 
500  milliliters  of  0.1  N  HCl  and  shake 
to  dissolve  the  contents.  Immediately 
remove  aliquots  of  this  solution  and, 
using  0.1  M  potassium  phosphate  buffer, 
pH  4.5,  for  further  dilutions,  proceed  as 
directed  in  §  141c.201(a)  if  it  is  chlor¬ 
tetracycline  hydrochloride  powder  or 
§  141c.218(a)  if  it  is  tetracycline  hydro¬ 
chloride  powder.  Calculate  the  average 
total  amount  of  antibiotic  expelled  from 
the  containers.  The  total  potency  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
of  chlortetracycline  hydrochloride  or 
tetracycline  hydrochloride  that  it  is  rep¬ 
resented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.5  (a)  of  this  chapter,  except  if 
it  is  packaged  with  inert  gases  proceed 
as  directed  in  §  141b.ll7  (c)  of  this 
chapter. 

§  141c.231  Capsules  tetracycline  and 
oleandomycin  phosphate ;  capsules 
tetracycline  and  triacetyloleandomy. 
cin;  capsules  tetracycline  hydrochlo¬ 
ride  and  oleandomycin  phosphate ; 
capsules  tetracycline  hydrochloride 
and  triacetyloleandomycin. 

(a)  Potency— Tetracycline  or  tet¬ 
racycline  hydrochloride  content  hy  tur- 
hidimetric  assay — (i)  Test  culture  and 
media.  Maintain  the  test  oi^anism 
Escherichia  coli  (ATCC  10536)  on  the 
agar  described  in  §  141a.l (b)(1)  of  this 
chapter.  For  use  in  the  assay,  prepare 
a  suspension  of  the  organism  every  2 
weeks,  as  follows;  Transfer  the  organism 
to  a  fresh  agar  slant  and  incubate  at 
37®  C.  overnight.  Wash  the  growth  from 
the  slant  with  the  aid  of  2  milliliters  of 
sterile  distilled  water  and  sterile  glass 
beads  into  a  Roux  bottle  containing  300 
milliliters  of  the  maintenance  medium. 
Incubate  overnight  at  37®  C.  and  then 
harvest  the  growth  with  50  milliliters  of 
sterile  distilled  water  and  sterile  glass 
beads.  Standardize  this  suspension  by 
determining  the  dilution  that  will  per¬ 
mit  40-percent  light  transmission  in  a 
Photoelectric  colorimeter  using  a  650- 
millimicron  Alter  and  an  18-millimeter 
diameter  test  tube  as  an  absorption  cell. 
Prepare  the  daily  inoculum  by  adding 
10  milliliters  of  that  dilution  to  each 
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liter  of  nutrient  broth,  prepared  as  di¬ 
rected  in  8  141a.l(b)  (3)  of  this  chapter, 
needed  for  the  test. 

(ii)  Working  standard  and  solutions. 
Dissolve  an  appropriate  amount  of  the 
working  standard  in  sufficient  0.1  N  HCl 
to  give  a  concentration  of  1,000  micro¬ 
grams  per  milliliter.  This  st(^  solution 
may  be  kept  in  the  refrigerator  for  1 
week.  Make  daily  dilutions  of  the  stock 
solution  with  0.1  M  potassium  phosphate 
buffer  (pH  4.5)  to  obtait  conceiitrations 
of  0.146,  0.187,  0.240,  0.308,  and  0.395 
micrograms  per  milliliter.  Add  1.0  milli¬ 
liter  of  each  such  concentration  to  each 
of  three  16  millimeters  x  125  millimeters 
test  tubes. 

(iii)  Preparation  of  sample.  Dissolve 
the  contents  of  a  representative  number 
of  capsules  in  sufficient  0.1  N  HCfl  to 
give  a  stock  solution  of  convenient  con¬ 
centration.  Further  dilute  the  stock  so¬ 
lution  with  0.1  M  potassium  phosphate 
buffer  (pH  4.5)  to  obtain  a  flnal  con¬ 
centration  of  0.24  microgram  per  milli¬ 
liter  (estimated).  Add  1.0  milliliter  of 
this  dilution  to  each  of  three  16  milli¬ 
meters  X  125  millimeters  test  tubes. 

(iv)  Procedure.  To  each  of  the  16 
millimeters  x  125  millimeters  test  tubes 
prepared  in  subdivisions  (ii)  and  (iii)  of 
this  subparagraph,  add  9.0  milliliters 
of  the  inoculated  nutrient  broth  de¬ 
scribed  in  subdivision  (i)  of  this  sub- 
paragraph  and  place  immediately  in  a 
37®  C.  water  bath  for  3  to  4  hours.  After 
incubation,  add  0.5  milliliter  of  a  12- 
percent  formaldehyde  solution  to  each 
tube  and  read  the  absorbance  values  in 
a  suitable  photoelectric  colorimeter, 
using  a  wavelength  of  530  millimicrons. 
Set  the  instrument  at  zero  absorbance 
with  clear  uninoculated  broth  prepared 
as  described  in  8  141a.l  (b)  (3)  of  this 
chapter. 

(V)  Estimation  of  potency.  Plot  the 
average  values  for  each  concentration  of 
the  standard  on  arithmetic  graph  paper 
with  absorbance  values  on  the  ordinate 
and  tetracycline  or  tetracycline  hydro¬ 
chloride  concentrations  on  the  abscissa. 
Construct  the  best  straightline  through 
the  points,  either  by  inspection  or  by 
means  of  the  following  equations: 

3o+2l>+C— c 
6  • 

3e+2d+c— o 

g  , 

where 

L=:  absorbance  value  for  the  lowest  con¬ 
centration  of  the  standard  curve, 
absorbance  value  for  the  highest  con¬ 
centration  of  the  standard  ctirve, 
a,  b,  c,  d,  e= average  absorbance  values  for 
each  concentration  of  the  standard 
curve. 

Plot  the  values  obtained  for  L  and  H  and 
connect  the  points  with  a  straight  line. 
Average  the  absorbance  values  for  the 
sample  and-  read  the  tetracycline  or 
tetracycline  hydrochloride  concentration 
from  the  standard  curve.  Multiply  the 
concentration  by  appropriate  dilution 
factors  to  obtain  the  tetracycline  or 
tetracycline  hydrochloride  content  of  the 
sample.  Its  potency  is  satisfactory  if  it 
contains  the  equivalent  of  not  less  than 
85  percent  of  the  number  of  milligrams 
of  tetracycline  hydrochloride  that  it  is 
represented  to  contain. 


(2)  Oleandomycin  content,  (i)  If 
oleandomycin  phosphate  is  used,  proceed 
as  directed  in  paragraph  (c)  (1)  of  this 
section,  except  prepare  the  sample  as  fol¬ 
lows:  Dissolve  the  contents  of  a  repre¬ 
sentative  number  of  capsules  in  sufficient 
0.1  M  potassium  phosphate  buffer  (pH 
8.0)  to  give  a  stock  solution  of  convenient 
concentration.  Further  dilute  with  0.1 
M  potassium  phosphate  buffer  (pH  8.0) 
to  obtain  a  flnal  concentration  of  5.0  fig. 
of  oleandomycin  activity  per  milliliter 
(estimated) . 

(ii)  If  triacetyloleandomycin  is  used, 
proceed  as  follows:  Dissolve  the  contents 
of  a  representative  number  of  capsules  in 
chloroform  to  give  a  stock  solution  of  1.0 
milligram  of  oleandomycin  activity  per 
milliliter.  Transfer  30  milliliters  of  the 
chloroform  solution  to  a  glass-stoppered 
test  tube  (200  millimeters  x  22  milli¬ 
meters)  and  add  20  milliliters  of  1  N  so¬ 
dium  hydroxide.  Shake  for  1  minute  and 
centrifuge  brieflbr  to  aid  in  the  separation 
of  the  layers.  With  the  aid  of  a  syringe 
and  needle,  remove  and  discard  the  aque¬ 
ous  layer.  Repeat  the  washing  procedure 
with  two  more  20-milliliter  portions  of 
1  N  sodium  hydroxide  solution.  Filter 
the  chloroform  layer  through  a  pledget 
of  cotton.  Dilute  an  aliquot  of  this  solu¬ 
tion  with  chloroform  to  give  a  solution 
containing  approximately  25>g.  of  olean¬ 
domycin  per  milliliter.  Transfer  a  5.0 
milliliter  aliquot  to  a  40  milliliter  glass- 
stoppered  centrifuge  tube,  dilute  to  20 
milliliters  with  chloroform,  and  deter¬ 
mine  the  oleandomycin  content  as  di¬ 
rected  in  paragraph  (d)  (1)  (i)  of  this 
section. 

Its  content  of  oleandomycin  Is  satisfac¬ 
tory  if  it  contains  not  less  than  85  per¬ 
cent  of  the  munber  of  milligrams  that  it 
is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

(c)  Oleandomycin  phosphate  used  in 
making  the  capsules — (1)  Potency — (i) 
Cylinders  (cups).  Use  cylinders  de¬ 
scribed  in  8  141a.l  (a)  of  this  chapter. 

(ii)  Culture  media,  (a)  Use  the  nu¬ 
trient  agar  described  in  8  141a.l(b)  (1) 
of  this  chapter  for  the  seed  layer  and 
base  layer,  except  that  its  pH  after  steri¬ 
lization  is  7.8  to  8.0. 

(b)  Use  the  nutrient  agar  described 
in  8 141a.l(b)  (1)  of  this  chapter  for 
maintaining  the  test  organism. 

(iii)  Working  standard.  Dissolve  a 
suitable  weighed  quantity  (usually  25 
milligrams  or  less)  of  the  working  stand¬ 
ard  (obtained  from  the  Food  and  Drug 
Administration)  in  2  milliliters  of  etha¬ 
nol,  then  add  sufficient  0.1  M  potassium 
phosphate  buffer,  pH  8.0,  to  give  a  con¬ 
centration  of  1,000  micrograms  of  olean¬ 
domycin  base  per  milliliter.  This  stock 
solution  may  kept  in  the  refrigerator 
for  3  days. 

(iv)  Preparation  of  sample.  Dissolve 
the  sample  in  sufficient  0.1  M  potassium 
phosphate  buffer  (pH  8.0)  to  give  a  con¬ 
venient  stock  solution.  Further  dilute 
in  0.1  M  potassium  phosphate  buffer 
(pH  8.0)  to  give  a  flnal  concentration  of 
5.0  micrograms  per  milliliter  (esti¬ 
mated). 

(V)  Preparation  of  test  organism.  The 
test  organism  is  Staphylococcus  epider- 
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midis  (ATCC  12228).  which  is  main* 
tained  on  slants  of  agar  described  under 
subdivision  (ii)  (a)  of  this  subpara¬ 
graph.  Wash  the  organism  from  the 
agar  slant  with  3  milliliters  of  sterile 
physiological  saline  solution  onto  a  large 
agar  surface  such  as  that  provided  by  a 
Roux  bottle  containing  300  milliliters  of 
the  agar  described  in  subdivision  (ii)  (a) 
of  this  subparagraph.  Spread  the  sus¬ 
pension  of  organisms  over  the  entire 
agar  surface  with  the  aid  of  sterile  glass 
beads.  Incubate  for  24  hours  at  32*  C. 
and  then  wash  the  resulting  growth  from 
the  agar  surface  with  about  30  milli¬ 
liters  of  sterile  physiological  saline  solu¬ 
tion.  Standardize  the  suspension  by  de¬ 
termining  the  dilution  that  will  give 
80-percent  light  transmission,  using  a 
suitable  photoelectric  colorimeter  with 
a  650-millimicron  filter  and  an  18- 
millimeter-diameter  test  tube  as  an 
absorption  cell.  Rim  test  plates  to  de¬ 
termine  the  quantity  of  the  diluted  sus¬ 
pension  (usually  1.5  milliliters)  that 
should  be  added  to  each  100  milliliters  of 
agar  to  give  clear,  sharp  zones  of  inhibi¬ 
tion  of  appropriate  size. 

(Vi)  Preparation  of  plates.  Add  21 
milliliters  of  the  agar  prepared  as  de¬ 
scribed  in  subdivision  (ii)  (a)  of  this 
subparagraph  to  each  Petri  dish  (20 
millimeters  x  100  millimeters).  Dis¬ 
tribute  the  agar  evenly  in  the  plates  and 
allow  it  to  harden.  Use  the  plates  the 
same  day  they  are  prepared.  Melt  a 
sufficient  amount  of  the  agar  described 
in  subdivision  (ii)  (a)  of  this  subpara¬ 
graph.  cool  to  48*  C.,  add  the  proper 
amount  of  the  test  organism  as  described 
in  subdivision  (v)  of  this  subparagraph, 
and  mix  thoroughly.  Add  4  milliliters 
of  this  inoculated  agar  to  each  Petri  dish. 
Distribute  the  agar  evenl;'  in  the  plates, 
cover  with  porcelain  covers  glazed  on  the 
outside,  and  allow  to  harden.  After  the 
agar  has  hardened,  place  6  cylinders  on 
the  agar  surface  so  that  they  are  at 
approximately  60*  intervals  on  a  2.8- 
centimeter  radius. 

(vii)  Standard  curve.  Prepare  the 
daily  standard  curve  by  further  dilut¬ 
ing  the  1,000  micrograms  per  milliliter 
stock  solution  in  0.1  M  potassium  phos¬ 
phate  buffer  (pH  8.0)  to  obtain  concen¬ 
trations  of  3.2,  4.0,  5.0,  6.25  and  7.80 
micrograms  per  milliliter.  Use  3  plates 
for  the  determination  of  each  point  on 
the  curve,  except  the  5.0  micrograms  per 
milliliter  concentration,  a  total  of  12 
plates.  On  each  of  3  plates  fill  3  cylin¬ 
ders  with  the  5.0  micrograms  per  milli¬ 
liter  standard,  and  the  other  3  cylinders 
with  the  concentration  under  test. 
Thus,  there  will  be  36  five-microgram 
determinations  and  9  determinations  for 
each  of  the  other  points  on  the  curve. 
After  incubation,  read  the  diameters  of 
the  circles  of  inhibition  in  the  plates. 
Average  the  readings  of  the  5.0  micro¬ 
grams  per  milliliter  concentration  and 
the  readings  of  the  point  tested  for  each 
set  of  3  plates  and  average  also  all  36 
readings  of  the  5.0  micrograms  per  milli¬ 
liter  concentration.  The  average  of  the 
36  readings  of  the  5.0  micrograms  per 
milliliter  concentration  is  the  correction 
point  for  the  curve.  Correct  the  aver¬ 
age  value  obtained  for  each  point  to  the 
figure  it  would  be  if  the  5.0  micrograms 


per  milliliter  reading  for  that  set  of  3 
plates  were  the  same  as  the  correction 
point.  Thus,  if  in  correcting  the  4.0- 
microgram  concentration,  the  average 
of  the  36  readings  of  the  5.0-microgram 
concentration  were  20.0  millimeters,  and 
the  average  of  the  5.0-microgram  con¬ 
centration  of  this  set  of  3  plates  were 
19.8  millimeters,  the  correction  would 
be  -hO.2  millimeter.  If  the  average 
reading  of  the  4.0-microgram  concen¬ 
tration  of  these  same  3  plates  were  19.0 
millimeters,  the  corrected  value  would 
be  19.2  millimeters.  Plot  these  corrected  - 
values,  including  the  average  of  the  5.0 
micrograms  per  milliliter  concentration, 
on  2-cycle  semilog  paper,  using  the  con¬ 
centration  in  micrograms  per  milliliter 
as  the  ordinate  (the  logarithmic  scale) 
and  the  diameter  of  the  zone  of  inhibi¬ 
tion  as  the  abscissa.  Draw  the  standard 
curve  through  these  points,  either  by 
inspection  or  by  means  of  the  following 
equations; 

3o+2i)+c— e 

L= - g - 

„  Ze+2d+e—a 

g  . 

where: 

L= corrected  zone  diameter  for  the  lowest 
concentration  of  the  standard  ciirve, 

H= corrected  zone  diameter  for  the  highest 
concentration  of  the  standard  curve, 

e= average  zone  diameter  of  36  readings 
of  the  6.0  micrograms  per  mUlUlter 
standard. 

a,  h,  d  e= corrected  average  values  for 
the  3.2.  4.0,  6.25.  and  micrograms 
per  milliliter  standard  solutions,  re¬ 
spectively. 

Plot  the  values  obtained  for  L  and  H  and 
connect  with  a  straight  line. 

(viii)  Assay.  Use  3  plates  for  each 
sample.  Fill  3  cylinders  on  each  plate 
with  the  standard  5.0  micrograms  per 
milliliter  solution  and  3  cylinders  with 
the  5.0  micrograms  per  milliliter  (esti¬ 
mated)  sample,  alternating  standard 
and  sample.  Incubate  all  plates,  includ¬ 
ing  those  containing  the  standard  curve, 
at  32*  0.-35*  C.  overnight,  and  measure 
the  diameter  of  each  circle  of  inhibition. 
To  estimate  the  potency  of  the  sample, 
average  the  zone  readings  of  the  stand¬ 
ard  and  the  zone  readings  of  the  sample 
on  the  3  plates  used.  If  the  sample 
gives  a  larger  zone  size  than  the  average 
of  the  standard,  add  the  difference  be¬ 
tween  them  to  the  5.0  micrograms  per 
milliliter  zone  on  the  standard  curve. 
If  the  average  sample  value  is  lower  than 
the  standard  value,  subtract  the  differ¬ 
ence  between  them  from  the  5.0  micro¬ 
grams  per  milliliter  value  on  the  curve. 
From  the  standard  curve,  read  the  po¬ 
tencies  corresponding  to  these  corrected 
values  of  zone  sizes. 

(2)  Toxicity.  Proceed  as  directed  in 
§  141a.4  of  this  chapter,  except  use  phys¬ 
iological  salt  solution  as  the  diluent,  and 
inject  0.5  milliliter  of  a  solution  contain¬ 
ing  8  milligrams  per  milliliter. 

(3)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(4)  pH.  Proceed  as  directed  in 
S  141a.5  (b)  of  this  chapter,  using  n  solu¬ 
tion  contfdning  100  milligrams  per  milli¬ 
liter. 

(5)  Crystallinity.  Proceed  as  directed 
in  S  141a.5  (c)  of  this  chapter. 


(d)  Triacetyloleandomycin  used  in 
making  the  capsules — (1)  Potency — (i) 
Chemical  method — (a)  Reagents  and 
equipment,  (f)  Methyl  orange  reagent: 
Shake  0.5  M  boric  acid  solution  for 
about  12  hours  (to  insure  saturation) 
with  an  excess  of  methyl  orange  indica¬ 
tor.  An  alternative  method  is  to  heat 
the  mixture  to  about  50*  C.  and  shake 
for  about  an  hour.  Then  allow  to  cool. 
Filter  the  saturated  dye  solution  and 
wash  three  times  with  chloroform. 
Store  the  dye  solution  over  chloroform. 

(2)  Acid-alcohol  solution:  Add  2  mil¬ 
liliters  of  concentrated  sulfuric  acid  to 
98  milliliters  of  absolute  methyl  alcohol. 

(3)  Glycerin:  Reagent  grade. 

(4)  Centrifuge  tubes:  40  milliliters, 
glass-stoppered. 

(b)  Procedure.  Prepare  a  chloroform 
solution  containing  50.0  milligrams  ac¬ 
tivity  of  standard  oleandomycin  base  in 
200  milliliters  of  solution.  Transfer  10.0 
milliliters  of  the  solution  to  a  100-milli¬ 
liter  volumetric  flask  and  dilute  to  vol¬ 
ume  with  chloroform.  Transfer  2.0,  4.0, 
6.0,  and  8.0  milliliters  of  this  solution  to 
glass-stoppered  centrifuge  tubes  (40- 
milliliter  size)  and  dilute  to  a  total  vol¬ 
ume  of  20.0  milliliters  each  with  chloro¬ 
form.  To  the  20.0  milliliters  of  the 
solution  present  in  each  (40-milliliter 
size)  centrifuge  tube  add  0.2  milliliter  of 
glacial  acetic  acid,  0.20  milliliter  of 
glycerin,  and  0.40  milliliter  of  methyl 
orange  reagent.  Shake  for  5  minutes 
and  centrifuge  for  3  minutes.  Immedi¬ 
ately  transfer  to  another  tube  a  10.0- 
milliliter  aliquot  from  the  chloroform 
(lower)  layer.  Care  must  be  exercised 
to  see  that  no  portion  of  the  dye- glyc¬ 
erin-phase  is  included  with  the  chloro¬ 
form  aliquot.  Add  10  milliliter  of 
acid-alcohol  solution  to  this  chloroform 
aliquot,  mix  well,  and  read  the  absorb¬ 
ancy  at  535  m/a,  using  a  1 -centimeter 
cell  and  a  suitable  photometer  and  using 
chloroform,  similarly  treated,  as  a  blank. 
Prepare  a  standard '  curve,  plotting  the 
absorbance  values  of  the  standard  solu¬ 
tions  against  the  concentration  ex¬ 
pressed  in  micrograms  per  aliquot.  Ac¬ 
curately  weigh  the  sample  to  be  tested 
to  give  50  milligrams  (estimated)  of 
oleandomycin  activity,  dissolve  in  chlo¬ 
roform,  and  make  to  200  milliliters  with 
chloroform.  Transfer  10.0  milliliters  to 
a  100-milliliter  volumetric  flask  and 
make  to  volume  with  chloroform. 
Transfer  5.0  milliliters  to  a  glass - 
stoppered  centrifuge  tube  and  proceed 
as  above.  Determine  the  potency  of  the 
sample  from  the  standard  curve. 

(ii)  Microbiological  assay.  Proceed  as 
directed  in  paragraph  (c)  (1)  of  this  sec¬ 
tion,  except  use  the  triacetyloleandomy¬ 
cin  standard  as  the  standard  of  compari¬ 
son.  Dissolve  the  working  standard  in 
sufficient  80  percent  isopropyl  alcohol- 
water  solution  to  give  a  concentration  of 
1,000  micrograms  per  milliliter  (esti¬ 
mated)  .  Prepare  the  standard  curve  by 
further  diluting  the  stock  solution  in 
0.1  M  potassium  phosphate  buffer.  pH 
8.0,  to  give  concentrations  of  9.6,  12.0, 
15.0, 18.7,  and  23.4  micrograms  per  milli¬ 
liter.  The  15.0  micrograms  per  milliliter 
is  the  reference  concentration.  Prepare 
samples  in  the  same  manner  as  described 
for  the  stock  solution  and  further  dilute 
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in  0.1  M  potassium  phosphate  buffer,  pH 
8.0,  to  a  final  concentration  of  15.0 
micrograms  per  milliliter  (estimated) . 

(2)  Toxicity.  Administer  orally,  by 
means  of  a  cannula  or  other  suitable 
device,  to  each  of  five  mice  within  the 
weight  range  of  18  grams  to  25  grams,  0.5 
milliliter  of  a  suspension  containing  200 
milligr&ms  per  milliliter  in  normal  saline 
solution.  If  no  animal  dies  within  48 
hours,  the  sample  is  nontoxic.  If  one  or 
more  animals  die  within  48  hours,  repeat 
the  test  with  five  imused  mice  weighing 
20  grams  (±0.5  gram)  each;  if  all  ani¬ 
mals  survive  the  repeat  test  the  sample 
is  nontoxic. 

(3)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(4)  pH.  Proceed  as  directed  in 
§  141a.5  (b)  of  this  chapter,  using  a 
saturated  aqueous-ethanol  (1:1)  solu¬ 
tion  prepared  by  adding  100  milligrams 
per  milliliter. 

(5)  Paper  chromatograph  method — 
(1)  Apparatus  and  reagents — (o)  Chro¬ 
matographic  chamber  (cylinder  glass- 
stoppered  museum  Jar  11.5  inches  x  3.5 
inches) . 

(b)  Chromatographic  paper  (8  inches 
X  8  inches  Whatman  No.  1). 

(c)  0.1  N-hydrochloric  acid. 

(d)  Resolving  solvent:  Butyl  acetate, 
benzene,  nitromethane,  pyridine 
(5:5:5:1  by  volume). 

(e)  Spray  reagent:  15  grams  anti¬ 
mony  trichloride  per  100  milliliters  of 
chloroform. 

(ii)  Procedure.  Dissolve  the  sample 
in  chloroform  to  give  a  solution  con¬ 
taining  10  milligrams  to  20  milligrams 
per  milliliter.  Prepare  a  sheet  of  chro¬ 
matographic  paper  by  drawing  a  line  of 
origin  parallel  to  and  1  inch  from  the 
edge  of  the  paper.  Wet  the  paper 
thoroughly  with  the  0.1  N  hydrochloric 
acid  and  blot  it  firmly  between  sheets  of 
absorbent  paper.  Starting  2  inches  in 
from  the  edge  and  at  1-inch  intervals, 
apply  3  microliters  to  5  microliters  of  the 
sample  solutions  to  the  starting  line. 
Allow  a  few  minutes  for  the  paper  to  dry 
partially.  While  the  paper  is  still  damp, 
form  a  cylinder  by  bringing  the  outer 
edges  together,  allowing  about  1-lnch 
overlap,  and  secure  with  a  paper  clip. 
Stand  the  paper  in  the  chromatographic 
chamber,  which  has  been  filled  to  a  depth 
of  y2-inch  with  the  resolving  solvent. 
After  the  solvent  front  rises  to  a  height 
of  4  inches  to  5  inches  above  the  origin, 
remove  the  paper  from  the  tank  and 
hang  it  up  to  air  dry.  Spray  the  dried 
paper  with  the  antimony  trichloride 
reagent  Hang  the  paper  in  a  100”  C. 
oven  for  3  minutes.  A  purple  spot  be¬ 
comes  visible  for  triacetytoleandomycin 
at  an  Rt  value  of  about  0.85.  The  ap¬ 
proximate  Rt  values  for  diacetylolean- 
domycin,  monoacetyloleandomycin,  and 
oleandomycin  are,  respectively,  0.72, 
0.27,  and  0.18. 

(6)  Acetyl  determination — (i)  Appo- 
ratus  and  reagents,  (a)  One  three¬ 
necked  pyrex  flask  of  approzlmaMy  4S 
niillilitera  capacity,  pearsbaped  with 
T-joints,  agar  inlet  tub^  glass-stoppered 
funnel,  glass  contdenser,  and  bubUe 
counter. 

(b)  50-milliliter  Pyrex  Brlenmeyer 
flask. 
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(e)  lO-miUmter  burette,  calibrated  In 
0.02  milliliter. 

id)  Anhydrous  methanol,  reagent 
grade. 

(e)  2  N  sodium  hydroxide  solution. 

if)  Sulfuric  acid  solution  prepared  by 
adding  100  milliliters  of  concentrated 
HaSO«  to  200  milliliters  of  water. 

ig)  1  N  barium  chloride  solution. 

ih)  Phenolphthalein  solution  (1  per¬ 
cent  in  ethanol). 

(i)  Water-pumped  nitrogen. 

ii)  NaOH  solution.  0.015  N. 

(ii)  Procedure.  Weigh  accurately  (to 
0.01  milligram)  approximately  30  milli¬ 
grams  of  the  sample  into  the  three¬ 
necked  acetyl  flask.  Add  2.0  milliliters 
of  methanol  to  dissolve  the  sample,  then 
add  slowly  with  gentle  swirling.  1.0  milU- 
liter  of  NaOH  solution.  Connect  the  gas 
inlet  tube  with  bubble  coimter  attached, 
and  adjust  nitrogen  flow  to  about  two 
bubbles  a  second.  Put  glass-stoppered 
funnel  in  centerneck  of  acetyl  flask  and 
put  about  5  milliliters  of  HaO  in  the 
funnel.  Add  a  boiling  chip  to  the  solu¬ 
tion  and  attach  condenser  in  the  reflux¬ 
ing  position  with  water  cooling.  Adjust 
burner  flame  under  acetyl  flask  to  reflux 
solution  gently.  Reflux  for  30  minutes. 
Cool  assembly  slightly  then  rinse  down 
condenser  (still  in  reflux  position)  with 
a  few  milliliters  of  HiO.  Reassemble 
condenser  to  the  distillation  position  and 
add  water  through  the  funnel  to  make  a 
total  of  approximately  5  milliliters  of 
HoO  added  to  acetyl  flask.  Adjust  burn¬ 
er  flame  so  that  about  5  milliliters  of  HiO 
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and  methanol  is  distilled  over  in  approxi- 
mattiy  10  minutes.  Discard  this  distil¬ 
late.  Cool  acetyl  flask  slightly.  Aci<flfy 
solution  in  flask  by  adding  1  millfliter  of 
the  sulfuric  acid  solution  through  the 
funnel.  Adjust  burner  flame  and  distill 
over  approximately  20  milliliters  of 
distillate  into  an  Erlenmeyer  flask  in 
about  20  minutes,  adding  water  through 
the  funnel  as  necessary.  It  is  im¬ 
portant  to  keep  the  liquid  volume  in 
the  acetyl  flask  around  2  milliliters  to 
3  milliliters  in  order  to  obtain  a  quanti¬ 
tative  recovery  of  the  acetic  acid.  Collect 
a  second  fraction  of  distillate,  about  10 
milliliters  in  volume.  As  the  second 
fraction  is  distilling,  process  the  first 
fraction.  Heat  the  first  fraction  and 
boil  gently  about  20  seconds.  Add  a  few 
drops  of  BaCla  solution  to  check  if  any 
sulfate  was  distilled  over.  If  the  sulfate 
is  present,  discard  and  repeat  the  whole 
determination.  If  the  sulfate  is  absent, 
immediately  titrate  the  solution  with  the 
0.015  N  NaOH  solution  to  a  faint  pink 
endpoint,  using  one  drop  of  phenolphtha¬ 
lein  solution  as  the  indicator.  Repeat 
the  above  procedure  with  the  second 
fraction.  If  the  second  fraction  requires 
less  than  0.10  milliliter  of  the  0.015  N 
NaOH  solution  and  all  the  acetic  acid 
has  been  distilled  over,  the  determination 
is  completed.  If  greater  than  this, 
collect  a  third  fraction  of  approximately 
13  milliliters  and  titrate  this  as  before. 
Total  volumes  of  NaOH  used  and  calcu¬ 
late  results  as  follows: 


MUlUiters  of  NaOHXW  NaOH X 0.048X100 


Weight  sample  In  grams 


^Percent  acetyl. 


(7)  Crystallinity.  Proceed  as  directed 
in  §  141a.5(c)  of  this  chapter. 


§  141c.232  Tetracycline  phosphate  com. 
plex. 

(a)  Moisture,  potency,  toxicity,  pH, 
crystallinity,  absorptivity.  Proceed  as 
directed  in  §  141C.220  (a) .  (b) ,  (c) ,  (d) , 
(e) .  and  (f ) . 

(b)  Identity.  Proceed  as  directed  in 
subparagraphs  (1),  (2),  and  (3)  of  this 
paragraph. 

(1)  Presence  of  phosphate.  Suspend 
100  milligrams  of  the  sample  in  10  milli¬ 
liters  of  distilled  water  and  filter  a  small 
portion  by  gravity,  'transfer  1  miUiliter 
to  a  100-milliliter  glass-stoppered  cylin¬ 
der.  add  10  milliliters  of  distilled  water, 
2  milliliters  of  ammonium  molybdate 
test  solution,  1  milliliter  of  stannous 
chloride  test  solution,  and  10  milliliters 
of  isobutyl  alcohol-benzene  mixture  (1:1 
ratio),  idl  in  the  order  named.  Shake 
vigorously  for  1  minute,  allow  the  layers 
to  separate,  and  examine  the  t<H>  organic 
layer.  In  the  presence  of  phosi^ate, 
the  top  layer  turns  blue. 

(2)  Absence  of  chloride.  This  test  is 
used  for  detectW  mixtures  of  tetracy¬ 
cline  hydrochloride  and  pikiosptMte  salts. 
To  1  milliliter  at  the  filtrate  prepared  as 
directed  in  subparagraph  (1)  of  this 
paragrat^  add  1  dr(H;>  of  silver  nitrate 
test  solution  and  1  drop  of  nitric  acid. 
Not  more  than  a  slight  (^laleaeence  re¬ 
mains  of  the  original  precipitate  in  the 
absence  of  chloride. 


(3)  Determination  of  percent  tetra~ 
cycline  base.  This  test  is  used  to  deter¬ 
mine  the  quantity  of  tetracycline  present 
as  base  in  mixtures  with  phoi^hate  salts. 

(i)  Reagents,  ia)  1,4-Dioxane. 

(b)  Purified  dioxane:  Pass  the  di- 
oxane  through  a  column  of  AmberUte 
IRA  400  (OH-)  resin. 

(c)  Perchloric  acid,  O.OIN:  Dilute  0.84 
milliliter  of  70  percent  perchloric  acid 
to  1,000  milliliters  with  purified  dioxane; 
standardize  at  least  once  every  2  dasrs, 
as  follows:  Weigh  accurately  about  70 
milligrams  of  diphenylguanidine,  and 
dissolve  in  50  milliliters  of  ethyl  alcohol 
in  a  250-milliliter  flask.  Add  two  drops 
of  methyl  red.  and  titrate  with  the 
perchloric  acid  solution  from  a  burette 
until  the  yellow  color  changes  to  orange. 
Deduct  the  volume  of  the  perchloric  acid 
consumed  by  50  milliliters  of  the  ethyl 
alcohol,  and  calculate  the  normality. 
Each  2.113  milligrams  of  diphenylguani¬ 
dine  is  equivalent  to  1  milliUter  of  O.OIN 
perchlmdc  acid. 

id)  Methyl  red  indicator:  Dissolve 
100  milligrams  of  methyl  red  in  100 
milliliters  of  methyl  alcohol. 

(ii)  Procedure.  Place  an  accurately 
weighed  1-gram  sample  In  a  50-mflliliter 
Brlenmeyer  fladc,  add  10.0  milliliters  of 
ptirified  dioxane  and  shake  the  mixture 
manually  for  about  2  minutes.  Allow 
to  settle,  decant  all  the  supernatant 
liquid  into  a  50-iniliUiter  polyethylene 
centrifuge  tube,  cover  with  Parafllm, 
and  centrifuge  until  clear  (about  3  min- 
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utes) .  Pipette  5.0  milliliters  of  the  clear, 
supernatant  solution  into  a  50-milliliter 
beaker,  stir  magnetically,  and  titrate 
with  O.OIN  perchloric  acid,  using  methyl 
red  as  the  indicator.  The  endpoint  is 
the  last  color  change  to  orange  when  a 
drop  of  titrant  is  added. 

Calculatlcm: 

Percent  tetracycline  base 

MiUlUterr  of  acid  used  X  normality 

^ _ X  0.4445  X  200 _ 

Weight  of  sample 

The  sample  is  satisfactory  if  the  results 
from  the  tests  described  indicate  that 
there  is  a  presence  of  phosphate,  an 
absence  of_  chloride,  and  not  more  than 
1  percent  of  tetracycline  base  present. 

§  141c.233  Tetracycline  •  oleandomycin 
phosphate  for  oral  suspension. 

(a)  Potency — (1)  Tetracycline  con¬ 
tent.  Proceed  as  directed  in  §  141C.231 

(a)(1),  except  prepare  the  sample  as 
follows:  Reconstitute  the  powder  as  di¬ 
rected  in  the  labeling  of  the  drug. 
Transfer  an  appropriate  aliquot  (usually 
from  1.0  milliliter  to  5.0  milliliters)  to  a 
100-milliliter  volumetric  flask  and  dilute 
to  mark  with  O.IN  HCl.  Further  dilute 
an  aliquot  of  this  solution  with  sufficient 
O.IM  potassium  phosphate  buffer  (pH 
4.5)  to  give  a  concentration  of  0.24  iig. 
per  milliliter  (estimated).  The  average 
potency  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  per  gram  that  it  is  repre¬ 
sented  to  contain. 

(2)  Oleandomycin  content.  Proceed 
as  directed  in  §  141c.231  (c)  (1),  except 
prepare  the  sample  as  follows:  Reconsti¬ 
tute  the  powder  as  directed  in  the  label¬ 
ing  of  the  drug.  Dilute  an  appropriate 
aliquot  (usually  from  1.0  milliliter  to 
5.0  milliliters)  with  sufficient  O.lJkf 
potassium  phosphate  buffer  (pH  8.0)  to 
give  a  concentration  of  5.0  ng.  per  milli¬ 
liter  (estimated).  The  average  potency 
is  satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  gram  that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.26  (e)  of  this  chapter. 

(c)  pH.  Using  the  suspension  pre¬ 
pared  as  directed  in  the  labeling,  proceed 
as  directed  in  S  141a.5  (b)  of  this  chapter. 

§  141c.234  Capsules  tetracycline  hydro¬ 
chloride  and  novobiocin ;  capsules 
tetracycline  phosphate  complex  and 
novobiocin. 

(a)  Potency — (1)  Tetracycline  hydro¬ 
chloride  content;  tetracycline  phosphate 
complex  content.  Proceed  as  directed 
in  §  141c.231(a)  (1).  Its  potency  is  sat¬ 
isfactory  if  it  contains  the  equivalent  of 
not  less  than  85  percent  of  ^e  number 
of  milligrams  of  tetracycline  hydrochlo¬ 
ride  that  it  is  represented  to  contain. 

(2)  Novobiocin  content.  Proceed  as 
directed  in  §  141a.21  (a)  (2)  of  this  chap¬ 
ter.  Its  content  of  novobiocin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  per 
capsule. that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.5  (a)  of  this  chapter. 


§  141c.235  Tetracycline  hydrochloride- 
oleandomycin  phosphate  for  aqueous 
injection. 

(a)  Potency — (1)  Tetracycline  hydro¬ 
chloride  content.  Proceed  as  directed  in 
S  141c.231(a)  (1),  except  prepare  the 
sample  as  follows:  Reconstitute  the  drug 
as  directed  in  the  labeling.  Transfer  an 
appropriate  aliquot  (usually  1.0  milliliter 
to  5.0  milliliters)  to  a  100-milliliter  volu¬ 
metric  flask  and  dilute  to  mark  with  0.1 
N  HCl.  Further  dilute  an  aliquot  of  this 
solution  with  sufficient  0.1  M  potassium 
phosphate  buffer  (pH  4.5)  to  give  a  con¬ 
centration  of  0.24  microgram  per  milli¬ 
liter  (estimated).  The  average  potency 
is  satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  gram  that  it  is  represented  to 
contain. 

(2)  Oleandomycin  content.  Proceed 
as  directed  in  §  141C.231  (c)  (1),  except 
prepare  the  sample  as  follows:  Reconsti¬ 
tute  the  drug  as  directed  in  its  labeling. 
Dilute  an  appropriate  aliquot  (usually 
1.0  milliliter  to  5.0  milliliters)  with  suffi¬ 
cient  0.1  M  potassium  phosphate  buffer 
(pH  8.0)  to  give  a  concentration  of  5.0 
micrograms  per  milliliter  (estimated). 
The  average  potency  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  per  gram  that  it 
is  represented  to  contain. 

(b)  Sterility.  Using  40  milligrams 
from  each  container  tested,  proceed  as 
directed  in  S  141a.2  of  this  chapter,  ex¬ 
cept  that  neither  penicillinase  nor  the 
control  tube  is  used  in  the  test  for  bac¬ 
teria. 

(c)  Toxicity.  Proceed  as  directed  in 
S  141a.4  of  this  chapter,  using  0.5  milli¬ 
liter  of  a  solution  containing  1.0  milli¬ 
gram  of  tetracsrcline  hydrochloride  and 
0.5  milligram  of  oleandomycin  phosphate. 

(d)  Pyrogens.  Proceed  as  directed  in 
§  141a.3  of  this  chapter,  using  as  a  test 
dose  1  milliliter  per  kilogram  of  a  solu¬ 
tion  containing  0.5  milligram  of  tetracy¬ 
cline  hydrochloride  and  0.25  milligram 
of  oleandomycin  phosphate. 

(e)  Histamine.  Proceed  as  directed 
in  §  141b.l05  of  this  chapter,  using  as  a 
test  dose  0.6  milliliter  per  kilogram  of  a 
solution  containing  5.0  milligrams  of 
tetracycline  hydrochloride  and  2.5  milli¬ 
grams  of  oleandomycin. 

(f)  Moisture.  Proceed  as  directed  in 
8  141a.5  or  8  141a.26  (e)  of  this  chapter. 

(g)  pH.  Using  the  suspension  pre¬ 
pared  as  directed  in  the  labeling,  proceed 
as  directed  in  8  141a.5(b)  of  this  chapter. 

§  141c.236  Tetracycline-nystatin  for  oral 
suspension. 

(a)  Potency — (1)  Tetracycline  con¬ 
tent.  Reconstitute  the  powder  as  di¬ 
rected  in  the  labeling  of  the  drug. 
Transfer  an  appropriate  aliquot  (usually 
from  1.0  milliliter  to  5.0  milliliters)  to 
a  100-milliliter  volumetric  flask  and 
make  to  mark  with  0.1  N  HCl.  With¬ 
draw  an  aliquot  from  the  volumetric 
flask  and  dilute  to  a  concentration  of 
0.24  microgram  per  milliliter  (esti¬ 
mated)  usihg  lf/10  phosphate  buffer, 
pH  4.5,  and  proceed  as  directed  in 
8  141C.218  (a) .  Its  content  of  tetracy¬ 
cline  is  satisfactory  if  it  contains  not  less 


than  85  percent  of  the  number  of  milli¬ 
grams  that  it  is  represented  to  contain. 

(2)  Nystatin  content.  Reconstitute 
the  powder  as  directed  in  the  labeling  of 
the  drug.  Transfer  an  appropriate 
aliquot  (usually  from  1.0  milliliter  to  5.0 
milliliters)  to  a  blending  jar  containing 
150  milliliters  of  dimethyl  formamide. 
Blend  for  2  minutes  in  a  high-speed 
blender  and  then  dilute  an  aliquot  with 
sufficient  dimethyl  formamide  to  give  a 
concentration  of  400  units  per  milliliter 
(estimated) .  Further  dilute  this  solution 
with  10  percent  phosphate  buffer,  pH  6.0, 
to  give  a  concentration  of  20  units  per 
milliliter  (estimated).  Proceed  as  di¬ 
rected  in  8  141C.224  (b).  Its  content  of 
nsrstatin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
units  that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8 141a.5  (a)  or  8 141a.26  (e)  of  this 
chapter. 

(c)  pH.  Using  the  suspension  pre¬ 
pared  as  directed  in  the  labeling,  proceed 
as  directed  in  §  141a.5  (b)  of  this  chapter. 

§  141c.237  Chlortetracycline-neomycin- 
streptomycin  ointment;  chlortetraty- 
cline-  neomycin  -  dihydrostreptomycin 
ointment ;  tetracycline  hydrochloride- 
neomycin-streptomycin  ointment; 
tetracycline  hydrochloride-neomycin- 
dihydrostreptomycin  ointment. 

(a)  Potency — (1)  Chlortetracycline 
content.  Proceed  as  directed  in 
§  141c.201(a)  (8),  except  prepare  the 
sample  by  one  of  the  following  methods : 
Place  an  accurately  weighed  sample  of 
approximately  1  gram  in  an  extraction 
funnel  prepared  by  fusing  a  ground-glass 
joint  to  the  top  of  a  medium-porosity 
sintered-glass  filter  funnel  (30-milli¬ 
meter  diameter).  Wash  with  five  10- 
milliliter  portions  of  warm  isooctane  and 
draw  off  the  ointment  base  under  vac¬ 
uum.  Discard  the  isooctane  washings. 
Wash  the  residue  in  the  funnel  four 
times  with  10-milliliter  portions  of  0.3 
percent  piperidine  in  acetone  solution. 
Withdraw  each  washing  under  vacuum. 
Combine  the  four  washings  in  a  100- 
milliliter  volumetric  flask  and  make  to 
mark  with  0.1  M  potassium  phosphate 
buffer,  pH  4.5.  The  solution  for  assay 
may  also  be  prepared  by  placing  a  rep¬ 
resentative  portion  of  the  sample  (usu¬ 
ally  1.0  gram,  accurately  weighed)  in  a 
glass  blending  jar  containing  199  milli¬ 
liters  of  0.01  N  HCl  and  1  milliliter  of 
polysorbate  80.  Using  a  high-speed 
blender,  blend  the  mixture  for  2  to  3 
minutes  and  make  proper  estimated 
dilutions  using  0.1  M  potassiiun  phos¬ 
phate  buffer,  pH  4.5.  Its  content  of 
chlortetracycline  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  milligrams  per  gram  of  oint¬ 
ment  that  it  is  represented  to  contain. 

(2)  Tetracycline  hydrochloride  con¬ 
tent.  Prepare  the  sample  is  directed  in 
subparagraph  (1)  of  this  paragraph 
and  proceed  as  directed  in  8  141C.218. 
Its  content  of  tetracycline  hydrochloride 
is  satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
per  gram  of  ointment  that  it  is  repre¬ 
sented  to  contain. 
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(3)  Neomycin  content.  The  residue  milliliter  of  a  suspension  containing  2  two  me 

remaining  in  the  funnel  after  the  ex*  milligrams  per  milliliter.  sodium 

traction  described  in  subparagraph  (1)  (3)  Moisture,  pH,  crystallinity.  Pro-  chlorofc 

of  this  paragraph  contains  the  neomycin  ceed  as  directed  in  §  141a.5  (a) ,  (b) ,  and  pledget, 
and  streptomycin  or  dihydrostreptomy-  (c)  of  this  chapter.  form  so 

cin.  Wash  this  residue  five  times,  using  (d)  Disintegration  time.  Proceed  as  concent 
10-milliliter  aliquots  of  0.1  M  potassium  directed  in  §  141a.9(c)  of  this  chapter,  activity 

phosphate  buffer.  PH  8.0,  drawi^ewh  §  i4ie.239  TetracycUne-novobiocin  for 
washing  off  under  vacuum.  Combine  ®  a„-,M.ns!on  millilite 

the  washings  in  a  100-milliliter  volumet-  Buspciwufn.  Dilute  1 

ric  fiask  and  make  to  mark  with  0.1  M  Potency — (1)  Tetracycline  con-  i^s  tria( 

potassium  phosphate  buffer,  pH  8.0.  i^^t.  Reconstitute  the  powder  as  di-  isfactor 
Using  an  aliquot  of  this  aqueous  solution,  rected  in  the  labeling  of  the  drug,  percent 
proceed  as  directed  in  §  141a.65(a)  (4)  of  Transfer  an  appropriate  aliquot  (usually  millilite 
this  chapter.  If  Staphylococcus  epider-  from  1.0  milliliter  to  5.0  milliliters)  to  a  (c)  j 
midis  is  used  as  the  test  organism,  pro-  100-milliliter  volumetric  fiask  and  make  procee<3 
ceed  as  directed  in  §  141a.411(a)  (2)  of  to  mark  with  0.1  N  HCl.  Withdraw  an  this  chi 
this  chapter.  The  content  of  neomycin  aliquot  from  the  volumetric  fiask  and  , 

is  satisfactory  if  it  contains  not  less  than  dilute  to  a  concentration  of  0.24  /tg.  per  s 
85  percent  of  the  number  of  milligrams  milliliter  (estimated),  using  0.1  M  po-  (a)  1 
per  gram  of  ointment  that  it  is  repre-  tassium  phosphate  buffer  (pH  4.5)  and  proxim 
sented  to  contain.  proceed  as  directed  in  §  141c.231(a)  (1).  place  t 

(4)  Streptomycin  content.  Using  an  Its  content  of  tetracycline  is  satisfactory  milliliti 

aliquot  of  the  aqueous  solution  prepared  if  it  contains  not  less  than  85  percent  of  minute 
as  directed  in  subparagraph  (3)  of  this  the  number  of  milligrams  per  gram  that  maket] 
paragraph,  proceed  as  directed  in  it  is  represented  to  contain.  M  mon 

§  141b.l01  (a)  through  (i)  of  this  chap-  (2)  Novobiocin  content.  Reconstitute  4.5,  she 
ter.  The  content  of  streptomycin  is  sat-  the  powder  as  directed  in  the  labeling  of  in  S  14 
isfactory  if  it  contains  not  less  than  85  the  drug.  Transfer  an  appropriate  ali-  chlorte 
percent  of  the  number  of  milligrams  per  quot  (usually  from  1.0  mUliliter  to  5.0  tains  x 
gram  of  ointment  that  it  is  represented  milliliters)  to  a  100-milliliter  volumetric  numbei 
to  contain.  fiask  and  make  to  mark  using  0.1  M  po-  represe 

(.b)  Dihydrostreptomycin  content.  Us-  tassium  phosphate  buffer,  pH  8.0  (except  (b)  . 
ing  an  aliquot  of  the  aqueous  solution  if  it  contains  calcium  novobiocin,  ethanol  8  141a.l 

prepared  as  directed  in  subparagraph  (3)  is  used  in  lieu  of  the  buffer  solution),  c  141,. 

of  this  paragraph,  and  the  dihydrostrep-  Remove  an  aliquot  and  dilute  with  1.0  °  _j[ 

tomycin  working  standard  as  the  stand-  percent  potassium  phosphate  buffer,  pH 

ard  of  comparison,  proceed  as  directed  6.0,  to  give  a  concentration  of  0.5  fig.  per  pt 

in  §  141b.l01  (a)  through  (i)  of  this  milliliter  (estimated) .  Proceed  as 

chapter.  The  content  of  dihydrostrep-  directed  in  §  141a.21  (a)  (2)  of  this  chap- 

tomycin  is  satisfactory  if  it  contains  not  ter,  except  that  penicillinase  is  not  added. 

less  than  85  percent  of  the  number  of  Its  content  of  novobiocin  is  satisfactory 

milligrams  per  gram  of  ointment  that  it  if  it  contains  not  less  than  85  percent 

is  represented  to  contain.  of  the  number  of  milligrams  per  gram  ^  * 

(b)  Moisture.  Proceed  as  directed  in  that  it  is  represented  to  contain.  tetris 

§  141a.8  (b).  of  this  chapter.  (b)  Moisture.  Pioceed  as  directed  in  co“|^ 

_ _  S  l«a.5  (a)  ol  this  Chapter.  W^va 
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(2)  TetracycUne  hydrocMoride-neo^ 
mycin  sulfate  powder — (1)  Tetracycline 
hydrochloride  content.  Prepare  the  sam¬ 
ple  as  directed  in  1 141c^30(a)  (2) .  Use 
an  appropriate  aliquot  and  proceed  as 
directed  in  1 141c.218(a).  Its  tetracy¬ 
cline  hydrochloride  content  is  satisfac¬ 
tory  if  it  contains  not  less  thsin  85  per¬ 
cent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(h)  Neomycin  content.  Use  an  appro¬ 
priate  aliquot  of  the  solution  prepared 
in  subdivision  (i)  of  this  subparagraph 
and  proceed  as  directed  in  subparagraph 

(1)  (U)  of  this  paragraph.  Its  neomycin 
content  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  that  it  is  represented  to 
contain. 

(b)  Sterility.  Thoroughly  cleanse  the 
valve  of  each  container  to  be  tested  with 
a  suitable  disinfectant.  Carefully  spray 
approximately  40  milligrams  into  each 
tube  and  proceed  as  directed  in  §  141a.2 
of  this  chapter,  except  that  neither  peni¬ 
cillinase  nor  the  control  tube  is  used. 

(c)  Moisture.  Proceed  as  directed  in 
1 141b.ll7  (c)  of  this  chapter. 

(d)  TetracycUne-neomycin  complex 
used  in  making  the  drug — (1)  Po¬ 
tency — (i)  Tetracycline  content.  Dis¬ 
solve  the  sample  to  be  tested  in  sufficient 
water  to  give  a  convenient  stock  solution. 
Using  an  appropriate  aliquot,  proceed  as 
directed  in  S  141C.218  (a) . 

(ii)  Neomycin  content.  Using  an  ali¬ 
quot  of  the  stock  solution  prepared  as 
directed  in  subdivision  (i)  of  this  sub- 
paragraph,  proceed  as  directed  in  para¬ 
graph  (a)  (2)  of  this  section,  except  the 
last  sentence  of  that  subparagraph. 

(2)  Toxicity.  Proceed  as  directed  in 
8  141a.4  of  this  chapter  using  0.5  milli¬ 
liter  of  a  solution  prepared  by  diluting 
the  sample  with  physiological  sodium 
chloride  solution  to  contain  200  /tg.  of 
neomycin  per  milliliter  (estimated). 

(3)  pH.  Using  a  1-percent  aqueous 
solution,  proceed  as  directed  in  8  141a.5 

(b)  of  this  chapter. 

§  141c.243  Capsules  tetracycline  hydro¬ 
chloride  -  triacetyloleandOmycin  -  nys¬ 
tatin. 

(a)  Potency — (1)  Tetracy<dine  hydro¬ 
chloride  content.  Proceed  as  directed 
in  §  141c.231(a)  (1).  Its  tetracycline 
hydrochloride  content  is  satisfactory  if 
it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  that  it  is  rep¬ 
resented  to  contain. 

(2)  Triacetyloleandomycin  content. 
Proceed  as  directed  in  8  141C.231  (a)  (2) 
(ii).  Its  content  of  triacetyloleando¬ 
mycin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligrams  that  it  is  represented  to 
contain: 

(3)  Nystatin  content.  Proceed  as  di¬ 
rected  in  8  141C.224  (a)  (1)  (ii).  Its 
content  of  nystatin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented 
to  contain. 

(b)  Moisture.  ‘Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

§  141c.244  Tetracycline  hydroddoride- 
neomycin  ^iray  cuniment  ftc^icaL 

(a)  Potency — (1)  Tetracycline  hydro¬ 
chloride  content.  Spray  the  entire  con¬ 


tents  of  the  well-shaken  sample  into 
a  large  tared  beaker.  Place  in  a  vaouum 
desiccator,  evacuate,  and  allow  to  stand 
at  room  temperature  for  16  to  18  hours. 
After  the  gas  has  volatilized,  accurately 
weigh  the  beaker  and  contents  and  de¬ 
termine  the  weight  of  the  ointment 
ejected  when  used  as  directed  in  its 
labeling.  Place  an  accurately  weighed 
sample  of  approximately  1  gram  in  an 
extraction  funnel  prepared  by  fusing  a 
ground-glass  Joint  to  the  top  of  a 
medium-porosity  sintered-glass  filter 
funnel  (30-millimeter  diameter).  Wash 
with  five  10-milliliter  portions  of  warm 
iso-octane  and  draw  off  the  ointment 
base  under  vacuum.  Discard  the  iso¬ 
octane  washings.  Wash  the  residue  in 
the  funnel  four  times  with  10-milliliter 
portions  of  0.3  percent  piperidine  in  ace¬ 
tone  solution.  Withdraw  each  washing 
under  vacuum.  Combine  the  four  wash¬ 
ings  in  a  100-milliliter  volumetric  fiask 
and  make  to  mark  with  acetone.  Re¬ 
move  an  aliquot  of  this  solution  and  pro¬ 
ceed  as  directed  in  8  141c.218  (a).  The 
sample  may  also  be  assayed  by  using  a 
1-gram  sample  weighed  as  described 
above  and  proceeding  as  directed  in 
8  141C.202  (a).  The  tetracycline  hydro¬ 
chloride  content  is  satisfactory  if  it  is 
not  less  than  85  percent  of  that  which  it 
is  represented  to  contain. 

(2)  Neomycin  content.  The  residue 
remaining  in  the  funnel  after  the  extrac¬ 
tion  described  in  subparagraph  (1)  of 
this  paragraph  contains  the  neomycin. 
Wash  this  residue  five  times,  using  IQ- 
milliliter  aliquots  of  0.1  M  potassium 
phosphate  buffer.  pH  8.0,  drawing  each 
washing  off  under  vacuum.  Omnbine 
the  washings  in  a  100-milliliter  volumet¬ 
ric  fiask  and  make  to  mark  with  0.1  M 
potassium  phosi^te  buffer,  pH  8.0. 
Using  an  aliquot  of  this  aqueous  solution, 
proceed  as  directed  in  8  141e.410  (b)  of 
this  chapter.  The  sample  may  also  be  as¬ 
sayed  by  using  a  1-gram  sample  weighed 
as  described  in  subparagraph  (1)  of  this 
paragraph  and  proceeding  as  directed  in 
8  141C.242  (a)  (2),  except  first  prepare 
the  sample  by  blending  in  an  appropri¬ 
ate  volume  of  0.1  M  potassium  phosphate 
buffer.  pH  8.0,  using  a  high-speed 
blender.  The  content  of  neomycin  is 
satisfactory  if  it  is  not  less  than  85  per¬ 
cent  of  that  which  it  is  represented  to 
contain. 

(b)  Sterility.  Wipe  the  valve  with  a 
suitable  disinfectant  before  spraying. 
Us^  an  amoimt  of  spray  (usually  evac¬ 
uated  in  5  to  8  seconds)  equivalent  to  ap¬ 
proximately  20  milligrams  of  tetracycline 
hydrochloride  for  each  container  tested, 
proceed  as  directed  in  8  141a.2  of  this 
chapter,  except  that  neither  penicillinase 
nor  the  control  tube  is  used  in  the  test 
for  bacteria. 

(c)  Moisture.  Proceed  as  directed  in 
8  141b.ll7(c)  of  this  duq^ter,  except  dis¬ 
solve  the  sample  in  10  miUiliters  of  dry 
chloroform. 

§  141c.245  Tetracycline  -  triacetylolean* 
domydn  for  oral  suspension. 

(a)  Potency,  toxicity,  pH.  Prepare 
the  drug  as  directed  in  its  labeling  and 
proceed  as  directed  in  8  141C.240. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 


§  141C.246  Tetracycline  hydrochloride* 
neomycin  in  oil  suspension. 

(a)  Potency — (1)  Content  of  tetra¬ 
cycline  hydrochloride.  Proceed  as  di¬ 
rected  in  8  141c.237(a)  (2)  or  8  141C.202 
(a).  Its  content  of  tetracycline  hydro¬ 
chloride  is  satisfactory  if  it  is  not  less 
than  85  percent  of  that  which  it  is  rep¬ 
resented  to  contain. 

(2)  Contents  of  neomycin.  Proceed  as 
directed  in  8  141c.237(a)  (3)  or  as  di¬ 
rected  in  8  141c.242(a)  (2),  except  first 
prepare  the  sample  by  blending  a  1 -milli¬ 
liter  aliquot  in  an  appropriate  volume 'of 
0.1  M  potassium  phosphate  buffer,  pH 
8.0,  using  a  high-speed  blender.  Its  con¬ 
tent  of  neomycin  is  satisfactory  if  it  is 
not  less  than  85  percent  of  that  which 
it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.8(b)  of  this  chapter. 

§  141c.247  Chlortetracycline  hydrochlo¬ 
ride  impregnated  surgical  silk. 

(a)  Potency.  Use  not  less  than  five 
sutures.  Remove  the  needles,  and  place 
sutures  in  a  glass-stoppered  Erlenmeyer 
fiask  containing  50  milliliters  of  0.1  N 
hydrochloric  acid  and  allow  to  stand 
ovomight,  with  frequent  agitation,  at 
room  temperature.  Remove  a  suitable 
aliquot  and  further  dilute  in  0.1  M  phos¬ 
phate  buffer,  pH  4.5,  to  the  reference 
concentration,  and  proceed  as  directed 
in  8 141c.201(a)  (8).  The  potency  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
of  chlortetracycline  hydrochloride  per 
suture  that  it  is  represented  to  contain. 

(b)  Sterility.  Using  individual  su¬ 
tures.  proceed  as  directed  in  8  141a.2  of 
this  chapter,  except  that  neither  penicil¬ 
linase  nor  the  control  tube  is  used  in  the 
test  for  bacteria.  ■ 

(c)  Moisture.  Using  10  sutures,  pro¬ 
ceed  as  directed  in  8 141a.5  of  this 
chapter. 

§  141c.248  Rolitetracydine. 

(a)  Potency.  Dry  the  rolitetracydine 
working  standard  (obtained  from  the 
Pood  and  Drug  Administration)  for  3 
hours  at  60*  C.  under  5  millimeters  or 
less  pressure.  Weigh  a  sufficient  amount 
and  proceed  as  directed  in  §  141c.201(a) 
(8)  of  this  chapter,  except: 

(1)  Prepare  the  standard  stock  solu¬ 
tion  by  dissolving  an  appropriate 
amount  of  the  working  standard  in  suf¬ 
ficient  methanol  to  give  a  concentration 
of  l.OOO  /ttg.  per  milliliter.  This  stock 
solution  may  be  kept  in  refrigerator  for 
5  dasrs. 

(2)  Dissolve  the  sample  to  be  tested 
In  sufficient  methanol  to  give  an  appro¬ 
priate  stock  solution.  Further  dilute  in 
AT/ 10  monopotassium  phosphate  buffer, 
pH  4.5,  to  give  an  estimated  concentra¬ 
tion  of  OJ24  fig.  per  milliliter. 

(b)  Toxicity.  Proceed  as  directed  in 
8  141a.4  of  this  chapter,  using  a  test  dose 
cd  0.5  milliliter  of  an  aqueous  solution 
containing  2  milligrams  per  milliliter. 

(c)  Moisture.  Proceed  as  directed  in 
8  141a.26(e)  of  this  chapter. 

(d)  pH.  Proceed  as  directed  in 
8 141a.5(b)  of  this  chapter,  using  an 
aqueous  solution  containing  10  milli* 
grams  per  milliliter. 
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values  for  the  sample  and  read  the  value 
from  the  standard  curve.  Multiply  the 
concentration  by  appropriate  dilution 
factors  to  obtain  the  demethylchlorte- 
tracycline  hydrochloride  content  of  the 
sample. 

(b)  Toxicity.  Proceed  as  directed  in 
S  141a.4  of  this  chapter,  using  as  a  test 
dose  0.5  milliliter  of  an  aqueous  solution 
containing  2  milligrams  per  milliliter. 

(c) ,  Moisture.  Proceed  as  directed  in 
fi  141a.5(a)  or  S  141a.26(e)  of  this 
chapter. 

(d)  pH.  Proceed  as  directed  in 
§  141a.5(b>  of  thif  chapter,  using  an 
aqueous  solution  containing  10  milli¬ 
grams  per  milliliter. 

(e)  Absorptivity.  Proceed  as  directed 
in  §  141c.220(f)> 

(f )  Crystallinity.  Proceed  as  directed 
in  §  141a.5(c)  of  this  chapter. 

(g)  Identity.  Exactly  weigh  a  40- 
milligram  sample  and  place  in  a  200- 
milliliter  volumetric  flask.  Add  100  mil¬ 
liliters  of  0.1  N  HCl  and  place  on  a  shaker 
until  the  sample  is  dissolved.  Dilute  to 
mark  with  0.1  H  HCl  and  mix  well. 
Transfer  a  5.0-milliliter  aliquot  of  the 
sample  to  each  of  two  50-milliliter  volu¬ 
metric  flasks.  To  one  add  10.0  milli¬ 
liters  of  6  H  HCl  and  to  the  other  add 
10.0  milliliters  of  3  H  Ha.  Treat  a 
standard  in  the  same  manner  as  the 
sample.  Place  the  acid-treated  flask  in 
an  autoclave  and  turn  on  steam.  The 
pressure  should  never  exceed  10  pounds. 
Start  timing  when  the  temperature  of 
the  exhaust  starts  to  rise.  After  5  min¬ 
utes  decrease  the  pressure  so  that  it  will 
be  zero  after  a  total  time  of  11  minutes. 
Remove  the  flasks  and  place  in  a  cold 
water  bath.  When  cool,  dilute  to  mark 
with  water  and  mix  well.  Using  a  suit¬ 
able  spectrophotometer,  place  the  6  N 
HCl  treated  sample  into  the  reference 
cell  and  read  against  the  3  N  Ha  treated 
sample  at  368  m/t.  Reverse  the  order  of 
the  cells  in  the  cell  holder  and  read  at 
430  mil. 


(A368  sample+A4S0  sample)  (standard  In  milligrams  per  milliliter) 
(A368  standard+A430  standard)  (sample  In  milligrams  per  milllllterT 


aqueous  solution  containing  10  milli¬ 
grams  per  milliliter. 

(e)  Absorptivity.  Proceed  as  directed 
inS  141c.220(f). 

(f )  Crystallinity.  Proceed  as  directed 
in  §  141a.5(c)  of  this  chapter. 

(g)  Identity.'  Using  the  demethyl- 
chlortetracycline  hydrochloride  as  the 
standard,  proceed  as  directed  in 
§  141c.251(g).  The  calculation  shows  a 
range  for  demethylchlortetracycline  be¬ 
tween  0.97  and  1.17. 

§  141C.254  Demethylchlortetracycline 
for  oral  sospension. 

(a)  Potency.  Reconstitute  as  directed 
in  the  labeling.  Remove  an  appropriate 
aliquot  and  proceed  as  directed  in 
§  141c.251(a).  Its  potency  is  satisfac¬ 
tory  if  it  contains  not  less  than  85  percent 
of  the  number  of  milligrams  that  it  is 
represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  or  8 141a.36(e)  of  this  chap¬ 
ter. 
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S  141c^5  Demcthylchlortetracycline 
•  7  r  a  p  (demethjIcfaioctetracycUne 
dr^M). 

(a)  Potency.  Use  an  appropriate 
aliquot  of  the  sample  to  be  tested  and 
proceed  as  directed  in  S  141c.251(a).  Its 
potency  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  equivalent 
number  of  milligrrams  of  demethyl- 
chlortetracycline  hydrochloride  that  it  is 
represented  to  contain. 

(b)  pH.  Using  the  imdiluted  sample, 
proceed  as  directed  in  S  141a.5(b)  of  this 
chapter. 

§  14lc.256  CUortetracTc^e  hydrochlo¬ 
ride  in  oil  oral  vetoinary. 

(a)  Potency.  Proceed  as  directed  in 
8  141c.202(a).  The  potency  is  satisfac¬ 
tory  if  it  contains  not  less  than  85  per¬ 
cent  of  the  number  of  milligrams  of 
chlortetracsrcline  hydrochloride  that  it 
is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.8(b)  of  this  chapter. 

§  141cJ257  Tetracycline-amphotericin  B 
for  oral  aymp;  tetracycline-ampho¬ 
tericin  B  for  oral  drops. 

(a)  Potency — (1)  TetracycUne  con¬ 
tent.  Proceed  as  directed  in  8  141cut36 
(a)(1).  Its  content  of  tetracycline  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(2)  Amphotericin  B  content.  Recon¬ 
stitute  the  powder  as  directed  in  the 
labeling  of  the  drug.  Transfer  an  ap¬ 
propriate  aliquot  to  a  volumetric  flask 
and  make  to  mark  with  dimethyl  sulfox¬ 
ide.  Remove  an  aliquot  and  dilute  with 
dimethyl  sulfoxide  to  give  a  concentra¬ 
tion  of  20  micrograms  per  milliliter  (esti¬ 
mated)  .  Further  dilute  this  solution 
with  0.2  M  phosphate  buffer.  pH  10.5, 
to  give  a  concentration  of  1.0  /ig.  per 
pillllliter.  Proceed  as  directed  in  para¬ 
graph  (c)  of  this  section.  Its  content  of 
amphotericin  B  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8 141a.5(a)  or  8 141a.26(e)  of  this 
chapter. 

(c)  Amphotericin  B  used  in  making 
the  powder — (1)  Potency — (i)  Plate  as¬ 
say.  Use  the  amphotericin  B  standard 
as  the  standard  of  comparison  and  pro¬ 
ceed  as  directed  in  8  141c.224  (b)  (1)  (i) 
through  (b)  (1)  (viii) ,  except  that: 

(ii)  Working  standard.  The  ampho¬ 
tericin  B  standard  is  stored  under  a  ni¬ 
trogen  seal  in  the  presence  of  a  desic¬ 
cant  at  —15"  C.  to  —20"  C.  Dry  approx¬ 
imately  30  milligrams  of  the  standard, 
using  the  method  described  in  8  141a.5(a) 
of  tliis  chapter.  Dissolve  a  weighed  por¬ 
tion  of  the  dried  standard  in  sufficient 
dimethyl  sulfoxide  to  give  a  stock  solu¬ 
tion  containing  1,000  /tg.  per  milliliter. 
This  solution  should  be  used  for  1  day 
only. 

(ill)  Buffer.  Use  0.2  M  phosphate  buf¬ 
fer,  pH  10.5,  with  the  followi^  compo¬ 


sition:  Dipotassium  phosphate,  35  grams; 
10HNaOH,2mlimitei8.  Make  to  1  Uter 
using  distilled  water. 

(iv)  Preparation  of  sample.  Dissolve 
the  sanmle  in  sufScient  dimethyl  sulf¬ 
oxide  to  give  a  convenient  stock  solu¬ 
tion.  Further  dilute  with  dimethyl  sulf¬ 
oxide  to  a  concentration  at  ftg.  per 
milliliter  (estimated).  Ronove  an  ali¬ 
quot  and  dilute  to  a  concentration  of  1.0 
/eg.  per  milliliter  (estimated)  using  0.2  M 
phosphate  buffer,  pH  10.5. 

(V)  Standard  curve.  Dilute  the  work¬ 
ing  stock  solution  with  dimethyl  sulfox¬ 
ide  to  give  concentrations  of  39.2,  28.0, 
20.0,  14.2,  and  10.0  ys.  per  milliliter,  re¬ 
spectively.  Dilute  one  volume  of  eaeffi  of 
these  solutions  with  19  volumes  of  phos¬ 
phate  buffer,  pH  10.5,  to  give  flnal  con¬ 
centrations  of  1.96,  1.4,  1.0,  0.71,  and 
0.5  micrograms  per  milliliter.  The  1.0 
microgram  per  milliliter  solution  is  the 
reference  concentration. 

(2)  Turhidimetric  assay.  Proceed  as 
directed  in  8  141c.224(b)  (1)  (ix)  with  the 
following  exceptions: 

(i)  Culture  media.  Use  ingredients 
that  conform  to  the  standards,  if  any, 
prescribed  by  the  U.SP.  or  NP. 

(a)  Make  yeast-beef  agar  for  carrying 
the  organism  as  follows: 

Peptone _ _ _ .... _ _  6.0  grams. 

Yeast  extract.. _ 3.0  grams. 

Beef  extract _ 1.5  grams. 

Dextrose -  1.0  gram. 

Agar _ 15.0  grams. 

Distilled  water  to  make _  1.000  milliliters. 

pH  6.6  after  sterUizatlon. 

(b)  Make  yeast-beef  broth  for  pre¬ 
paring  an  inoculum  of  the  test  or¬ 
ganism: 


Beef  extract _ lA  grams. 

Yeast  extract _ 6.5  grams. 

Peptone _ 5.0  grams. 

Tryptone _  10.0  grams. 

Glucose _  11.0  grams. 

Sodium  chloride _ SA  grams. 

Dlpotasslum  phosphate _ 3.68£^ams. 

lionopotasslum  phos-  1.32  grams, 
phate. 

Distilled  water  to  make..  1,000  milliliters. 
pH  6.6  after  steriliza¬ 
tion. 


(c)  Make  yeast-beef  assay  broth: 

Beef  extract _  1.5  grams. 

Yeast  extract _ 1.5  grams. 

Peptone _ 5.0  grams. 

Glucose _ 11.0  grams. 

Sodium  chloride _ 3.5  grams. 

Dlpotassitun  phosphate _ 3.68  grams. 

Monopotassium  phos-  '1.32  grams, 
phate 

Distilled  water  to  make _  1,000  milliliters. 

pH  6.6  after  steriliza¬ 
tion. 


In  lieu  of  preparing  the  media  from  the 
individual  ingredients  as  specifled,  they 
may  be  prepared  from  a  dehydrated  mix¬ 
ture  which,  when  reconstituted  with  dis¬ 
tilled  water,  has  the  same  composition 
as  such  media.  Minor  modifleations  of 
the  specifled  individual  ingredients  are 
permissible  if  the  resulting  media  pos¬ 
sess  growth-promoting  properties  at 
least  equ%l  to  the  media  described. 


(d)  Working  standard  and  standard 
solutions.  Use  the  working  standard 
described  in  paragraph  (c)  (1)  (ii)  of  this 
section.  Dissolve  in  dimethyl  sulfoxide 
to  obtain  a  concentration  of  2  milligrams 
per  milliliter.  Further  dilute  to  obtain 
a  concentration  of  30  /ig.  per  milliliter, 
using  25  percent  dimethyl  sulfoxide  (1 
part  dimethyl  sulfoxide  plus  3  parts  dis¬ 
tilled  water).  Use  1  percent  potassium 
phosphate  buffer,  pH  6.0,  and  dilute  to 
a  concentration  of  1  /tg.  per  milliliter. 
Further  dilute  this  solution  with  dis¬ 
tilled  water  and  prepare  the  standard 
curve  containing  concentrations  of  0, 
0.02,  0.03,  0.04,  0.05,  0.06,  0.07,  0.08,  and 
0.10  fig.  per  tube.  Add  1.0  milliliter  of 
each  concentration  in  each  of  6  sterile 
20  millimeter  x  150  millimeter  test  tubes. 

(6)  Preparation  of  sample.  Prepare 
the  sample  to  be  tested,  using  the  same 
procedure  as  described  for  the  standard 
solutions,  obtaining  6  tubes  each  con¬ 
taining  0.05  fig.  per  tube. 

(/)  Preparation  of  test  organism.  The 
test  organism  is  Candida  tropicalis 
(ATCC  13803),  which  is  maintained  on  j 
slants  of  agar  described  in  subparagraph 
(2)  (i)  (a)  of  this  paragraph.  Prepare 
the  daily  inoculum  by  transferring  the 
culture  from  a  stock  slant  to  100  milli¬ 
liters  of  the  broth  described  in  sub- 
paragn^h  (2)  (i)  (b)  of  this  paragraph 
and  incubate  for  16  hours  to  18  hours  at 
SO*  C.,  with  constant  shaking. 

(p)  Incubate  all  standard  and  sample 
tubes  at  30*  C.  with  constant  shaking 
for  3  hours  to  5  hours. 

(3)  Toxicity.  Administer  orally,  by 
means  of  a  cannula  or  other  suitable  de¬ 
vice,  to  each  of  5  mice,  within  the  weight 
range  of  18  to  25  grams.  0.4  milliliter  of 
a  suspension  of  the  drug  containing  50 
milligrams  per  milliliter  in  0.5  percent 
gum  acacia  solution.  If  no  animal  dies 
within  48  hours,  the  sample  is  nontoxic. 

If  one  or  more  animals  die  within  48 
hours,  repeat  the  test  with  5  unused  mice 
weighing  20  grams  (±0.5  gram)  each; 
if  all  animals  survive  the  repeat  test  the 
sample  is  nontoxic. 

(4)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  of  this  chapter. 

(5)  pH.  Using  a  3.0  percent  aqueous 
suspension,  proceed  as  direct^  in 
8  141a.5(b)  of  this  chapter. 

(6)  Identity.  Accurately  weigh  50.0 
milligrams  of  the  sample  into  a  dry 
50-milliliter  volumetric  flask..  Add  ex¬ 
actly  5  milliliters  of  dimethyl  sulfoxide 
and  dissolve.  Make  to  mark  with  meth¬ 
anol  and  mix  thoroughly.  Pipet  4  milli¬ 
liters  of  this  solution  into  a  50-milliliter 
volumetric  flask.  Add  methanol  to  the 
mark  and  mix  thoroughly.  The  sample 
has  absorption  peaks  at  identical  wave¬ 
lengths  with  that  of  the  standard  (272, 

282,  295,  362,  381,  and  405  m/i) . 

(7)  Amphotericin  A  content — (i) 
Amphotericin  A.  On  a  semimicrobal¬ 
ance,  weigh  accurately  about  5  milli¬ 
grams  of  an  amphotericin  A  reference 
standard  Into  a  dry  60-mIlliliter  vol¬ 
umetric  flask.  Add  exactly  5.0  milliliters/ 
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of  dimethyl  siUfoxide  and  dissolve. 
Make  to  mark  with  methanol  and  mix 
thoroughly.  Pipet  4.0  milliliters  of  this 
solution  into  a  50-milliliter  volumetric 
flask.  Add  methanol  to  mark  and  mix 
thoroughly. 

(ii)  Amphotericin  B.  Accurately 
weigh  about  50.0  milligrams  of  an  am¬ 
photericin  B  working  standard  into  a 
dry  50-milliliter  volumetric  flask  and 
proceed  as  directed  in  subdivision  (1)  of 
this  subparagraph. 

(iii)  Sample.  Use  50.0  milligrams  of 
the  sample  to  be  tested,  and  proceed  as 
directed  in  subdivision  (i)  of  this  sub- 
paragraph.  The  standards  should  be 
used  for  1  day  only. 

(iv)  Blank.  Pipet  5.0  milliliters  of 
dimethyl  sulfoxide  into  a  50-milliliter 
volumetric  flask.  Make  to  mark  with 
methanol  and  mix.  Pipet  4.0  milliliters 
of  this  solution  into  a  50-milliliter  vol¬ 
umetric  flask.  Make  to  mark  with 
methanol  and  mix  thoroughly. 

(v)  Procedure.  Use  a  suitable  quartz 
spectrophotometer  and  1-centimeter 
silica  cells.  Adjust  the  instrument  to 
zero  with  the  blank  solution.  Measure 
the  absorbancies  of  the  solutions  of 
standard  A,  standard  B.  and  the  sample 
at  304  m/x  and  at  282  m/x.  Calculate  the 
absorptivity  of  each  standard  at  both 
wavelengths. 

Percent  amphotericin  A 

t(gXSa)-(bXSi)]X62S 
Weight  of  sample  in  grams  X  [  (B  x  a) 
-(bXA)] 

where : 

A  =  absorptivity  (1%,  1  cm.)  of  ampho¬ 
tericin  A  standard  at  282  mxx. 

B= absorptivity  (1%,  1  cm.)  of  ampho¬ 
tericin  B  standard  at  282  m/x. 
a  =  absorptivity  (1%,  1  cm.)  of  ampho¬ 
tericin  A  standard  at  304  m/c. 
b  =  absorptivity  (1%,  1  cm.)  of  ampho¬ 
tericin  B  standard  at  304  m/x. 
absorbance  of  sample  at  282  m/x. 
52= absorbance  of  sample  at  304  m/t. 

§  141c.258  Demethylchlortetracycline 
hydrochloride  ointment. 

(a)  Potency.  Proceed  as  directed  In 
S  141c.251(a) ,  except  prepare  the  sample 
as  follows:  Place  a  representative  portion 
of  the  sample  (usually  1.0  gram,  ac¬ 
curately  weighed)  in  a  separatory  funnel 
containing  approximately  50  milliliters 
of  peroxide-free  ether.  Shake  ointment 
and  ether  until  homogeneous.  Shake 
with  a  25-milliliter  portion  of  0.1  iV  Hd. 
Remove  the  acid  layer  and  repeat  the 
extraction  with  three  25-milliliter  quan¬ 
tities  of  0.1  2V  HCl.  Combine  the  ex¬ 
tracts  and  make  the  proper  estimated 
dilutions  in  0.1  M  monopotassium  phos¬ 
phate  buffer,  pH  4.5.  The  sample  may 
also  be  prepared  by  placing  a  representa¬ 
tive  portion  of  the  sample  (usually  1.0 
gram,  accurately  weighed)  in  a  glass 
blending  jar  containing  200  milliliters  of 
0.1  IV  HCL  Using  a  high-speed  blender, 
blend  for  3  minutes  and  make  proper 
estimated  dilutions  using  0.1  M  mono- 
Potassium  phosphate  buffer,  pH  4.5.  Its 
potency  is  satisfactory  if  it  contains  not 
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less  than  85  percent  of  the  number  ctf 
mHUgrams  that  It  Is  r^resoited  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
S141a.8(b)  of  this  chapter. 

§  141C.259  Demethylchlortetracycline 
hydrochloride-nystatin  capsolea. 

(a)  Potency — (1)  Demethylchlortetra- 
cycUne  hydrochloride  content.  Using  a 
high-speed  blender,  prepare  an  appro¬ 
priate  number  of  capsules  in  500  miUi- 
liters  of  0  1  N  HCl  and  proceed  as  di¬ 
rected  in  §  141c.251(a).  The  average 
potency  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
milligranns  of  demethylchlortetracycline 
hydrochloride  that  it  is  represented  to 
contain. 

(2)  Nystatin  content.  Proceed  as  di¬ 
rected  in  §  141c.224(a)  (1)  (ii).  Its  con¬ 
tent  of  nystatin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

§  141c.260  Capsules  tetracycline  phos¬ 
phate  complex-amphotericin  B. 

(a)  Potency — (1)  Tetracycline  phos¬ 
phate  complex  content.  Proceed  as 
directed  in  §  141c.204(a)  for  tetracycline 
phosphate  complex  capsules.  Its  potency 
is  satisfactory  if  it  contains  the  equiv¬ 
alent  of  not  less  than  85  percent  of  the 
number  of  milligrams  of  tetracycline 
hydrochloride  that  it  is  represented  to 
contain. 

(2)  Amphotericin  B  content.  Prepare 
the  sample  for  assay  by  placing  a  rep¬ 
resentative  number  of  capsules  in  a 
blending  jar  with  sufficient  dimethyl 
sulfoxide  to  give  a  stock  solution  of  con¬ 
venient  concentration.  Blend  for  2 
minutes  in  a  high-speed  blender,  then 
dilute  an  aliquot  with  sufficient  dimethyl 
sulfoxide  to  give  a  concentration  of  20 
micrograms  per  milliliter  (estimated). 
Further  dilute  this  solution  with  0.2Af 
phosphate  buffer,  pH  10.5,  to  give  a 
concentration  of  1.0  microgram  per  mil¬ 
liliter.  Proceed  as  directed  in  S  141c.257 

(c).  Its  content  of  amphotericin  B  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  or  §  141a.26(e)  of  this 
chapter. 

§  141c.261  Tetracycline-novobiocin  oral 
suspensicm  (tetracycline-novobiocin 
oral  drops ;  tetracycline-novobiocin 
syrup). 

(a)  Potency — (1)  Tetracycline  con¬ 
tent.  Proceed  as  directed  in  9  141C.239 
(a)  (1) .  Its  tetracycline  content  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(2)  Novobiocin  content.  Proceed  as 
directed  in  9  141c.239(a)  (2).  Its  novo¬ 
biocin  content  is  satisfactory  if  it  con¬ 


tains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(b)  pH.  Using  the  undiluted  sample, 
proceed  as  directed  in  9  141a.5(b)  of  this 
chapter. 

§  141C.262  Tetracycline-amphotericin  B 
syrup;  tetracycline-am^otericin  B 
oral  drops. 

(a)  Potency — (1)  Tetracycline  con¬ 
tent.  Transfer  an  appropriate  aliquot 
(usually  from  1.0  milliliter  to  5.0  milli¬ 
liters)  to  a  100-milliliter  volumetric 
flask  and  make  to  mark  with  0.1  N  HCl. 
Withdraw  an  aliquot  from  the  volumetric 
flask  and  dilute  to  a  concentration  of  0.24 
microgram  per  milliliter  (estimated)  us¬ 
ing  Af/10  phosphate  buffer.  pH  4.5,  and 
proceM  as  directed  in  9 141c.218(a). 
Its  content  of  tetracycline  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  that  it  is  rep¬ 
resented  to  contain. 

(2)  Amphotericin  B  content.  Transfer 
an  appropriate  aliquot  to  a  volumetric 
flask  and  make  to  mark  with  dimethyl 
sulfoxide.  Remove  an  aliquot  and  dilute 
with  dimethyl  sulfoxide  to  give  a  con¬ 
centration  of  20  micrograms  per  milli¬ 
liter  (estimated).  Further  dilute  this 
solution  with  0.2  Af  phosphate  buffer, 
pH  10.5,  to  give  a  concentration  of  1.0 
microgram  per  milliliter.  Proceed  as 
directed  in  9  141c.257(c).'-  Its  content 
of  amphotericin  B  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(b)  pH.  Using  the  undiluted  sample 
proceed  as  directed  in  9  141a.5(b)  of  this 
chapter. 

§  141c.263  Demethylchlortetracycline- 
nystatin  for  oral  suspension. 

(a)  Potency — (1)  Demethylchlortetra¬ 
cycline  content.  Reconsititute  as  direct¬ 
ed  in  the  labeling.  Remove  an  appro¬ 
priate  aliquot  (usually  from  1.0  milliliter 
to  5.0  milliliters)  and  proceed  as  directed 
in  §  141C.251  (a) .  Its  potency  is  satisfac¬ 
tory  if  it  contains  not  less  than  85  per¬ 
cent  of  the  number  of  milligrams  that  it 
is  represented  to  contain. 

(2)  Nystatin  content.  Reconstitute  as 
directed  in  the  labeling.  Transfer  an 
appropriate  aliquot  (usually  from  1.0 
milliliter  to  5.0  milliliters)  to  a  blending 
jar  containing  150  milliliters  of  dimethyl- 
formamide.  Blend  for  2  minutes  in  a 
high-speed  blender  and  then  dilute  an 
aliquot  with  sufficient  dimethylforma- 
mide  to  give  a  concentration  of  400  units 
per  milliliter  (estimated).  Further 
dilute  this  solution  with  10  percent  phos¬ 
phate  buffer.  pH  6.0,  to  give  a  concen¬ 
tration  of  20  units  per  milliliter  (esti¬ 
mated)  .  Proceed  as  directed  in  §  141c.- 
224(b).  Its  content  of  nystatin  is  sat¬ 
isfactory  if  it  contains  not  less  than  85 
percent  of  the  nmnber  of  units  that  it 
is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  or  §  141a.26(e)  of  this 
chapter. 
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§  141c.264  Chlortetracjcline  biralfate* 

(a)  Potency.  Using  a  3.0-gram  sam¬ 
ple.  proceed  as  directed  in  S  141c.201(a), 
except  §  141c.201(a)  (9). 

(b)  Toxicity.  Proceed  as  directed  in 
§  141a.4  of  this  chapter,  using  as  a  test 
dose  0.4  milliliter  of  an  aqueous  solution 
containing  2  milligrams  of  chloretetra- 
cycline  hydrochloride  equivalent  per 
milliliter. 

(c)  Moisture.  Proceed  as  directed  in 
S  141a.5(a)  of  this  chapter. 

(d)  Butyl  alcohol  content — (1)  Ceric 
nitrate  reagent.  Dissolve  20  grams  of 
ceric  ammonium  nitrate  ((NHilsCe 
(NO3)  6-2H30)  in  4  M  HNO3  and  make  up 
to  100  milliliters  with  4  M  HNO3. 

(2)  Sample.  Accurately  weigh  an 
amount  of  sample  calculated  to  contain 
approximately  30  milligrrms  of  butyl 
alcohol  and  transfer  it  to  a  50-milliliter 
round-bottom  distillation  flask.  Dissolve 
the  sample  in  25  milliliters  of  distilled 
water,  add  a  small  amount  of  antifoam 
agent,  and  connect  to  a  condenser  termi¬ 
nating  in  an  adapter.  The  end  of  the 
adapter  is  inserted  deep  into  a  25 -milli¬ 
liter  graduated  cylinder,  which  stands 
in  an  ice  water  bath.  Distill  slowly  un¬ 
til  7  to  8  milliliters  have  collected.  Warm 
the  distillate  to  room  t^perature,  trans¬ 
fer  to  a  10-milliliter  volumetric  flask, 
using  not  more  than  1  milliliter  of  water 
to  rinse  out  the  graduate,  and  make  up 
to  10  milliliters.  Pipette  5  milliliters  of 
this  into  a  test  tube,  add  2  milliliters  of 
the  ceric  nitrate  reagent,  and  mix. 

(3)  Standard.  Prepare  a  standard 
made  by  diluting  3  milliliters  of  reagent 
grade  n-butyl  alcohol  with  about  800 
milliliters  of  distilled  water  in  a  1,000- 
milliliter  volumetric  flask,  shaking  until 
solution  is  complete,  then  diluting  to  the 
mark  with  water.  Use  5  milliliters  of 
this  plus  2  milliliters  of  ceric  nitrate 
reagent  as  the  standard. 

(4)  Blank  solution.  Prepare  a  blank 
made  by  mixing  5  milliliters  of  distilled 
water  with  2  milliliters  of  the  ceric  ni¬ 
trate  reagent. 

(5)  Procedure.  Use  a  suitable  spec¬ 
trophotometer  and  1-C3ntimeter  cells. 
Adjust  the  instrument  to  zero  absorbance 
with  the  blank  solution.  Immediately 
read  the  absorbancies  of  the  sample  and 
the  standard  at  475  millimicrons.  Cal¬ 
culate  the  percent  butyl  alcohol  as 
follows: 


•  (e)  Percent  sulfate.  Transfer  an  ac¬ 
curately  weighed  sample  of  approxi¬ 
mately  1.0  gram  to  a  250-milliliter 
beaker.  Add  about  100  milliliters  of 
distilled  water  and  stir  to  dissolve.  Neu¬ 
tralize  the  solution  to  litmus  paper  with 
1:1  ammonium  hydroxide,  and  warm. 
If  precipitation  occurs.  Alter  and  wash 
the  Alter  paper  with  warm  water.  Neu¬ 
tralize  the  flltrate  to  litmus  with  1:1 
HCL  and  add  4  milliliters  excess.  Bring 
the  solution  to  a  boil  and  add.  with  con¬ 
stant  stirring,  sufficient  boiling  10  per¬ 
cent  barium  chloride  solution  to  precipi¬ 
tate  all  the  sulfate,  and  a  slight  excess. 
Digest  on  a  steam  bath  for  1  hour.  Filter 
through  Whatman  No.  40  Alter  paper  or 
equivalent.  Wash  the  precipitate  with 
hot  water  until  the  washings  give  no  test 
for  chloride  with  O.IN  silver  nitrate  solu¬ 
tion.  Transfer  the  Alter  paper  and  pre¬ 
cipitate  to  a  tared  porcelain  crucible. 
Dry  over  a  low  flame;  then  carefully 
burn  off  the  Alter  paper.  Finally,  heat 
strongly  but  do  not  blast.  Cool  the 
crucible  and  weigh.  After  substracting 
the  weight  of  the  crucible,  the  residue  is 
barium  sulfate.  By  use  of  the  following 
formula,  calculate  the  percent  sulfate  in 
sample. 


Weight  BaS04  X  0.4115  X 100 
Weight  of  sample 


= percent  sulfate. 


(f)  Absorptivity.  Accurately  weigh 
approximately  100  miligrams  of  the  sam¬ 
ple  and  place  in  a  100-milliliter  volumet¬ 
ric  flask.  Dissolve  the  sample  in  ap¬ 
proximately  40  milliliters  of  distilled 
water  by  mixing  thoroughly.  Dilute  to 
exactly  100  milliliters  with  distilled 
water  and  mix  thoroughly.  Transfer  a 
10.0  milliliter  aliquot  of  this  solution  to 
a  250-milliliter  volumetric  flask,  dilute  to 
mark  with  0.1  N  hydrochloric  acid,  and 
mix  thoroughly.  Determine  the  ab¬ 
sorbance  of  the  solution  at  368  millimi¬ 
crons  compared  with  distilled  water  as 
a  blank.  Use  a  suitable  spectrophoto¬ 
meter  for  the  absorbance  measurements. 


Absorptivity  (1%,  1  cm.) 

Absorbance  at  368  m/iX  2,500x10 
Weight  of  sample  in  milligrams’ 
X(lOO-Af-B) 

Where: 

3f= percent  moisture  in  the  sample; 

B= percent  butyl  alcohol  in  the  sample. 


(g)  Crystallinity.  Proceed  as  directed 
in  §  141a.5(c)  of  this  chapter. 


Percent  butyl  alcohol 

A  sample  X  0.003  X 10  X  OBI  X 100 
A  standard  x  0.98  X  to  ’ 

Where: 

A  sample  is  the  absorbance  of  the  sample 
at  475  millimicrons; 

A  standard  is  the  absorbance  of  the  butyl 
alcohol  standard  containing  0.003  milli- 
liter/mllllliter; 

to  is  the  weight  of  sample  in  grams; 

OBI  is  the  density  of  butyl  alcohol;  and 

The  factor  0B8  corrects  for  incomplete  re¬ 
covery  of  butyl  alcohol  in  the  distillation 
step. 


§  141c.265  Chlortetracycline  bisulfate 
soluble  powder  veterinary. 

(a)  Potency.  Using  an  accurately 
weighed  sample  of  approximately  500 
milligrams,  proceed  as  directed  in 
§  141c.201(a)  of  this  part,  except 
§  141c.201(a)  (9).  Its  potency  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  and  not  more  than  125  percent  of 
the  labeled  potency. 

(b)  Moisture.  Proceed  as  directed 
in  §  141a.5(a)  of  this  chapter. 


PART  1 4 1  d— CHLORAMPHENICOL 
AND  CHLORAMPHENICOL-CON¬ 
TAINING  DRUGS;  TESTS  AND 
METHODS  OF  ASSAY 

Sec. 

141dB01  Chloramphenicol. 

141dB02  Chloramphenicol  capsules;  poten¬ 
cy. 

141d.303  Chloramphenicol  ointment;  po¬ 
tency. 

141d.304  Chloramphenicol  ophthalmic. 
141dB05  Chloramphenicol  palmitate. 

141dB06  Chloramphenicol  palmitate  oral 
suspension. 

141dB0T  Chloramphenicol  solution;  chlor¬ 
amphenicol  for  aqueous  injec¬ 
tion. 

141d.308  Chloramphenicol  otic;  chloram¬ 
phenicol  topical. 

141d.309  Chloramphenicol  -  streptomy- 
cin  capsules;  chloramphenicol- 
dihydrostreptomycin  capsules. 
141d.310  Chloramphenicol  tablets. 

141d.311  Chloramphenicol  palmitate-strep- 
tomycin  oral  suspension;  chlor¬ 
amphenicol  palmitate-dihydro- 
streptomycin  oral  suspension. 
141dB12  Chloramphenicol-neomycin  oint¬ 
ment. 

141d.313  Chloramphenicol -polymyxin  oint¬ 
ment;  potency. 

141d.314  Chloramphenicol  sodium  succi¬ 
nate. 

141dB16  Chloramphenicol  sodium  succi¬ 
nate  for  acqueous  injection. 
141d.316  Chloramphenicol  -  paromomycin 
ointment. 

Authoritt:  {$  141d.301  to  141d.316  issued 
under  sec.  507,  59  Stat.  463,  as  amended; 
21  U.S.C.  357. 

§  141d.301  Chloramphenicol. 

(a)  Potency — (1)  Cylinders  (cups). 
Use  cylinders  described  under  §  141a. 1 
(a)  of  this  chapter. 

(2)  Culture  media.  Use  the  medium 
described  under  §  141a.l  (b)  (1)  of  this 
chapter  for  both  the  seed  layer  and  the 
base  layer.  Use  the  nutrient  broth  de¬ 
scribed  under  §  141a.l  (b)  (3)  of  this 
chapter  for  preparing  a  suspension  of  the 
test  organism. 

(3)  Working  standard.  Dissolve  a 
weighing  of  the  standard  in  sufficient 
ethyl  alcohol  to  give  a  solution  of  10,000 
micrograms  per  milliliter.  Further 
dilute  in  1  percent  phosphate  buffer,  pH 
6.0,  to  give  a  stock  solution  of  1,000 
micrograms  per  milliliter.  This  stock 
solution  may  be  used  for  1  month  if 
stored  in  a  refrigerator.  The  working 
standard  is  prepared  from  the  stock 
solution  by  diluting  a  portion  with  1  per¬ 
cent  phosphate  buffer,  pH  6.0,  to  a  con¬ 
centration  of  50  micrograms  per  milli¬ 
liter. 

(4)  Preparation  of  sample.  Prepare 
the  sample  to  be  tested  by  dissolving  in 
a  small  amount  of  ethyl  alcohol  and  then 
further  dilute  in  1  percent  phosphate 
buffer  pH  6.0  to  make  an  appropriate 
stock  solution. 

(5)  Preparation  of  suspension.  The 
test  organism  is  Sarcina  lutea  (P.  C.  I. 
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1001).  Maintain  the  test  organism  on 
slants  of  nutrient  agar  prepared  as  in 
subparagraph  (2)  of  this  paragraph  and 
transfer  to  a  fresh  agar  slant  once  a 
week.  Prepare  a  suspension  of  the  test 
organb^m  as  follows:  Streak  an  agar 
slant  heavily  with  the  test  organism. 
Wash  the  growth  off  in  about  3  milliliters 
of  nutrient  broth.  Use  the  suspension  so 
obtained  to  inoculate  the  surface  of  a 
Roux  bottle  containing  300  milliliters  of 
the  nutrient  agar.  Spread  the  suspen¬ 
sion  over  the  entire  surface  with  the  aid 
of  sterile  glass  beads.  Incubate  for  24 
hours  at  26*  C.  Wash  the  growth  from 
the  agar  surface  with  20  milliliters  of 
nutrient  broth  prepared  as  in  subpara¬ 
graph  (2)  of  this  paragraph.  If  an  ali¬ 
quot  of  this  bulk  suspension,  when 
diluted  with  nutrient  broth  1:10,  gives  a 
10  percent  light  transmission  in  a  suit¬ 
able  photoelectric  colorimeter  equipped 
with  a  filter  having  a  wave  length  of  6500 
Angstrom  units,  it  is  satisfactory  for  use. 
It  may  be  necessary  to  adjust  the  bulk 
suspension  by  dilution  so  that  an  aliquot 
of  the  adjusted  suspension  diluted  1:10 
gives  10  percent  light  transmission. 
(The  adjusted  bulk  suspension  only,  and 
not  the  1 : 10  dilution  of  it,  is  used  in  pre¬ 
paring  the  seed  layer.)  The  bulk  sus¬ 
pension  may  be  used  in  the  test  for  1 
month.  Add  1  to  1.5  milliliters  of  the 
adjusted  bulk  suspension  to  100  milli¬ 
liters  of  agar  which  has  been  melted  and 
cooled  to  48*  C. 

(6)  Preparation  of  plates.  Add  21 
milliliters  of  the  agar  prepared  as  in  sub- 
paragraph  (2)  of  this  paragraph  to  each 
Petri  dish  (20  x  100  millimeters) .  Dis¬ 
tribute  the  agar  evenly  in  the  plates  and 
allow  it  to  harden.  Use  the  plates  the 
same  day  they  are  prepared.  Add  4 
milliliters  of  the  inoculum  prepared  as  in 
subparagraph  (5)  of  this  paragraph  for 
each  plate,  tilting  the  plates  back  and 
forth  to  spread  the  inoculated  agar 
evenly  over  the  surface. 

(7)  Assay.  Place  six  cylinders  on  the 
inoculated  agar  surface  so  that  they  are 
at  approximatelv  60*  intervals  on  a  2.8- 
centimeter  radius.  Use  three  plates  for 
each  sample.  Pill  three  cylinders  on 
each  plate  with  the  50  micrograms  per 
milliliter  standard  and  three  cylinders 
with  the  50  micrograms  per  milliliter  (es¬ 
timated)  sample,  alternating  standard 
and  sample.  At  the  same  time,  prepare 
a  standard  curve  by  diluting  the  stock 
standard  solution  with  1  percent  phos¬ 
phate  buffer,  pH  6.0,  to  give  final  con¬ 
centrations  of  32.0,  40.0,  50.0,  62.5,  and 
78.1  micrograms  per  milliliter.  A  total  of 
12  plates  is  used  in  the  preparation  of 
the  standard  curve,  three  plates  for  each 
solution  except  the  50  micrograms  per 

I  milliliter  solution.  The  latter  concen¬ 


tration  is  used  as  the  reference  point  and 
is  included  on  each  i^ate.  On  each  of 
three  plates  fill  three  cylinders  with  the 
50  micrograms  per  milliliter  standard 
and  the  other  tiiree  cylinders  with  the 
concentration  of  the  standard  under  test. 
Thus,  there  will  be  thirty-six  50-micro¬ 
gram  determinations  and  nine  determi¬ 
nations  for  each  of  the  other  points  on 
the  curve.  Incubate  the  plates  for  16 
to  18  hours  at  32“  C.-35*  C.  and  measure 
the  diameter  of  each  circle  of  inhibi¬ 
tion.  Average  the  readings  of  the 
50  micrograms  per  milliliter  concen¬ 
tration  and  the  readings  of  the  point 
tested  for  each  set  of  three  plates,  and 
average  also  all  36  readings  of  the  50 
micrograms  per  milliliter  concentration. 
The  average  of  the  36  readings  of  the  50 
micrograms  per  milliliter  concentration 
is  the  correction  point  for  the  curve. 
Correct  the  average  value  obtained  for 
each  point  to  the  figure  it  would  be  if  the 
50  micrograms  per  milliliter  readings  for 
that  set  of  three  plates  were  the  same 
as  the  correction  point.  Thus,  if  in  cor¬ 
recting  the  40  micrograms  per  milliliter 
concentration  the  average  of  the  36  read¬ 
ings  of  the  50  micrc^rams  per  milliliter 
standard  is  18.0  millimeters,  and  tiie 
average  of  the  50  micrograms  per  milli¬ 
liter  concentration  of  this  set  of  plates 
is  17.8  millimeters,  the  correction  is  0.2 
millimeter.  If  the  average  reading  of  the 
40  micrograms  per  milliliter  concentra¬ 
tion  of  these  same  three  plates  is  17.0 
millimeters,  the  corrected  concentration 
of  these  same  three  plates  is  17.0  milli¬ 


meters,  the  corrected  value  Is  then  17.2 
millimeters. 

Plot  these  corrected  values,  including 
the  average  of  the  50  micrograms  per 
milliliter  concentrations  on  two-cycle 
semilog  paper,  using  the  concentration  in 
micrograms  per  milliliter  as  the  ordinate 
(the  logarithmic  scale)  and  the  diameter 
of  the  zone  of  inhibition  as  the  abscissa. 
Draw  the  standard  curve  through  these 
points.  To  estimate  the  potency  of  the 
sample,  average  the  zone  readings  of  the 
standard  and  the  zone  readings  of  the 
sample  on  the  three  plates  used.  If  the 
sample  gives  a  larger  zone  size  than  the 
average  of  the  standard,  add  the  differ¬ 
ence  between  them  to  the  50  micrograms 
per  milliliter  unit  zone  on  the  standard 
curve.  If  the  average  value  is  lower  than 
the  standard  value,  subtract  the  differ¬ 
ence  between  them  from  the  50  micro¬ 
grams  per  milliliter  unit  value  on  the 
curve.  From  the  curves  read  the  poten¬ 
cies  corresponding  to  these  corrected 
values  of  zone  sizes. 

(8)  Spectrophotometric  method.  In 
lieu  of  the  plate-assay  method  described, 
the  following  method  may  be  used:  Dis¬ 
solve  the  working  standard  and  the  sam¬ 
ple  to  be  tested  in  suCBcient  water  to  give 
solutions  containing  20  micrograms  per 
milliliter.  Warm  if  necessary  to  hasten 
solution.  When  cool,  determine  the  ab-. 
sorbance  of  each  solution  in  a  suitable 
spectrophotometer  at  278  m^  compared 
with  distilled  water  as  a  blank.  Calcu¬ 
late  the  absorptivity  (1%,  1  cm.)  as 
follows: 


Absorbance  at  278  XI, 0(X) 

Absorptivity = - 

MiUigrams  of  sample  (in  1(X)  mUUUters) 

Calculate  the  potency  of  the  sample  as  follows: 

Absorptivity  of  sample  ,  _ _ _ _ _  _ . 


Absorptivity  of  standard 


X  1,000= micrograms  of  chloramphenicol  per  milligram. 


(9)  Chloramphenicol  content.  The 
potency  of  chloramphenicol  is  satisfac¬ 
tory,  when  assayed  by  the  methods  de¬ 
scribed  in  this  section,  if  the  immediate 
containers  contain  85  percent  of  the 
number  of  grams  they  are  represented 
to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
§  141C.201  (b)  of  this  chapter. 

(c)  Toxicity.  Proceed  as  directed  in 
§  141a.4  of  this  chapter,  using  as  a  test 
dose  0.5  milliliter  of  a  solution  contain¬ 
ing  2  milligrams  per  milliliter.  Use 
physiological  salt  solution  as  the  diluent. 

(d)  Pyrogens.  Proceed  as  directed  in 
S  141a.3  of  this  chapter,  using  as  a  test 
dose  1.0  milliliter  per  kilogram  of  a  solu¬ 
tion  containing  5  milligrams  per  milli¬ 
liter.  Use  physiological  salt  solution  as 
the  diluent 


(e)  Histamine.  Proceed  as  directed 
in  §  141b.l05  of  this  chapter,  using  as  a 
test  dose  0.6  milliliter  per  kilogram  of  a 
solution  containing  5  milligrams  per  mil¬ 
liliter  prepared  by  application  of  heat. 

(f )  pH.  Proceed  as  directed  in  f  141a.5 
(b)  of  this  chapter  using  a  saturated 
aqueous  solution. 

(g)  Specific  rotation.  Acciurately 
weigh  approximately  1.25  grams  of  the 
sample  in  a  25-milliliter  glass-stoppered 
volumetric  flask  and  dissolve  in  about  15 
milliliters  with  absolute  alcohol,  warm¬ 
ing  if  necessary.  Dilute  the  solution  to 
25  milliliters  with  absolute  alcohol  and 
mix  thoroughly.  Transfer  the  solution 
to  a  200-millimeter  tube,  determine  the 
angular  rotation  in  a  suitable  polarlme- 
ter,  using  sodium  light  or  a  5893  Ang¬ 
strom  filter,  and  calculate  the  specific 
rotation. 
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RULES  AND  REGULATIONS 


Add  25  milliliters  of  M  potsssium 
phoophste  buffer,  pH  8.0,  and  diake. 
Allow  the  layers  to  separate.  Remove 
the  buffer  layer  and  repeat  ffie  extrac¬ 
tion  at  least  three  times  with  additional 
portions  of  buffer  and  any  additional 
times  necessary  to  insnre  complete  ex¬ 
traction.  Make  the  proper  estimated 
dUutUm  with  buffer  and  proceed  as  di¬ 
rected  in  il41e.410  (b)  (1)  of  this 
chapter.  Its  content  of  neomycin  is  sat¬ 
isfactory  if  it  is  not  less  than  85  percent 
Of  that  which  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.7  (c)  of  this  chapter. 

§  141d.313  ChloramplieBicoI-polyinyxm 
omtinent;  potency. 

(a)  Chloramphenicol  content.  Pro¬ 
ceed  as  directed  in  §  141d.303.  Its 
chloramphenicol  content  is  satisfactory 
if  it  contains  not  less  than  85  percent  of 
the  nionber  of  milligrams  per  gram  that 
it  is  represented  to  contain. 

<b)  Polymyxin  content.  Proceed  as 
directed  in  §  141b.ll2  (b)  (1)  of  this 
chapter,  except  in  lieu  of  the  directions 
in  8  141b.ll2  (b)  (1)  <vii)  of  this  chapter 
for  the  preparation  of  the  sample,  pre¬ 
pare  ttie  sample  as  follows:  Place  an 
accurately  weighed  sample  (usually  ap¬ 
proximately  1.0  gram)  in  a  separatory 
fimn^  containing  approximately  50  mil¬ 
liliters  of  peroxide-free  ether,  and  shake 
the  sample  and  ether  until  homogeneous. 
Add  25  milliliters  of  10-percent  potas¬ 
sium  phosphate  buffer,  pH  64).  and  shake. 
Remove  the  buffer  layer  and  r^;>eat  the 
extraction  with  three  additional  25-mll- 
Ifliter  porUons  of  buffer.  Combine  the 
extractives  and  make  the  proper  esti¬ 
mated  dilutions,  using  the  buffer  solu¬ 
tion.  except  that,  if  the  sample  contains 
water-soluble  base,  place  an  accurate¬ 
ly  weighed  representative  sample  in  a 
blending  jar  containing  LO  milliliter  of 
pol37Borbate  80  and  sufficient  10  percent 
potassium  phosphate  buffer,  pS  8-0«  to 
give  a  final  volume  of  200  milliliters. 
Using  a  high-speed  blender,  blNid  the 
mixture  far  2  minutes  to  3  minutes  and 
then  make  the  proper  estimated  dilu¬ 
tions  with  10  percent  phosphate  buffer, 
pH  8.0.  Its  content  of  poljrmyxin  is  sat¬ 
isfactory  if  it  contains  not  less  than  85 
pero^  of  the  number  of  nnits  per  gram 
that  it  is  represented  to  contain. 

§  141d.314  Chlrramphenicol  sod  i  am 
••ocinate. 

(a)  Potency  (by  spectrophotometric 
assay) — (1)  Working  standard. 
Prepare  the  standard  stock  solution  by 
dissolving  an  appropriate  amount  (accu¬ 
rately  weighed)  of  the  chloramidienicol 
working  standard  in  sterile  distilled 
water  to  give  a  soluticm  containing  20  yg 
per  milliliter.  Using  a  suitable  spec- 
trophotcmieter,  determine  the 
absmbance  of  the  solution  in  a  l-centi- 
meter  o^  at  278  my  compared  with 
distilled  water  as  a  Uank.  Calculate 
the  absorptivity  (1%,  1  cm.)  as  follows: 

Absorlnmoe  at  27B  my 

a— - - - - 

Ovams  of  stoncUnl  per  100  mllUlltcrs 

(2)  Procedure.  Dissolve  the  sample 
to  be  tested  in  sufficient  sterile  disttlled 
water  to  give  a  solutton  contahihif  36  lag. 


per  milliliter.  Using  a  suitable  spec-  meter  cell  at  276  m^  compared  with 
trophotometer,  determine  the  distilled  water  as  a  blahk.  Calculate  the 
absorbance  of  the  solution  in  a  1-cerxti-  absorptivity  as  follows: 


AbsoiTiaiiee  at  876  mji 

a= - - 

Grams  of  sample  pa- 100  xnllliliters 

Calculate  the  potency  of  the  sample  as  follows: 

-  Kl.0(X)=MlcrogranaB  of  chloramphenicol  per  xnUligram  of  clUoramphenicol 

a  of  standard  aodlum  succinate. 


I 


(b)  Sterility.  Using  40  minigrams 
from  each  container  tested,  proceed  as 
directed  in  §  141a.2  of  this  chapter,  ex¬ 
cept  that  neither  penicillinase  nor  the 
control  tube  is  used  in  the  test  for 
bacteria. 

(c)  Toxicity.  Use  sterile  physiologlcf^ 
salt  solution  as  the  diluent,  and  proceed 
as  directed  in  §141a.4  of  this  chapter, 
using  as  a  test  dose  0.5  milliliter  of  a 
solution  containing  2  milligrams  of 
chloramphenicol  activity  per  milliliter. 

(d)  Pyrogens.  Use  sterile  physio¬ 
logical  salt  solution  as  the  diluent  and 
proceed  as  directed  in  §  141a.3  of  this 
chapter,  using  as  a  test  dose  1.0  milliliter 
per  kilogram,  of  a  solution  containing 
5  milligrams  of  chloramphenicol  activity 
per  milliliter. 

(e)  Histamine.  Proceed  as  directed 
in  8  141b.l05  of  this  chapter,  using  as  a 
test  dose  0.6  milliliter  per  kflogram  of 
a  sohsUon  containing  5  milligrams  of 
dfioramphenicol  activity  per  milliliter. 

(f)  Moisture.  Proceed  as  directed  in 
8  141a.36(e)  of  this  chapter. 

Cg)  pH.  Proceed  as  directed  in 
8  141a.5(b)  of  this  chapter,  using  an 
aqueous  solution  containing  200  milli¬ 
grams  per  milliliter. 


(fa)  Specific  rotation.  Accurately 
weigh  the  sample  .to  be  tested  in  a  volu¬ 
metric  flask  and  dilute  with  sufficient 
distilled  water  to  give  a  solution  contain¬ 
ing  approximately  SO  milligrams  per 
milliliter.  Transfer  the  solution  to  a  tube 
of  1 -decimeter  length  and  determine  the 
angiilar  rotation  in  a  suitable  polari- 
meter,  using  sodium  light  or  a  589.3-m/i 
filter,  and  calculate  the  specific  rotation. 

S  141d.315  (3iloraxnf>heniccd  vodiani 
saccinate  for  aqueous  mjection. 

(a)  Potency.  Dissolve  the  entire  con¬ 
tents  of  each  vial  to  be  tested  in  the 
minimum  volume  of  distilled  water 
recommended  in  the  labeling,  withdraw 
the  entire  removable  contents  and  fur¬ 
ther  ffilute  with  sufficient  distilled  water 
to  give  a  concentration  of  20  yg.  per 
milliliter  of  chloramphenicol  (esti¬ 
mated)  .  With  a  suitable  spectrophotom¬ 
eter,  determine  the  absorbance  of  this 
solution  In  a  1-cm.  cell  at  276  my  com¬ 
pared  with  distilled  water  as  a  blank. 
Also  determine  the  absorptivity  (1%,  1 
cm.)  at  278  m/i  of  on  aqueous  solution  of 
the  chloramphenicol  standard  containing 
exactly  20  yg.  per  milliliter. 


Potency  per  vial= 


Xbaorbaaoe  at  8anq>le  X  500  X  labeled  potency  of  vial 
Absoipttvtty  off  standard 


Its  potency  Is  satisfactory  if  it  contains 
not  less  than  90  percent  nf  the  cUoram- 
phenicol  activity  that  it  is  represented 
toccmtain. 

(b)  SterS^y.  Proceed  as  directed  In 
8  141d.314(b). 

(c)  Toxicity.  Proceed  as  directed  in 
8  141d.314(e>. 

(d)  Pyrogens.  Proceed  as  directed  in 
8  141d.314(d). 

<e)  Histamine.  Proceed  as  directed 
inS  141d.314<e). 

(f)  Moisture.  Proceed  as  directed  in 
8  141d.314(f). 

<g)  pH.  Proceed  as  directed  in 
8  141d.314(g). 

§  141d.316  ChlorauipliieBicol^[>aroiiBony- 
■cin  ointment. 

<a)  Potency — (1)  Chloramphenicol 
content  —  G)  Micrdbiologioal  assay. 
Proceed  as  directed  in  §  141d.80S. 

<ii)  Chemical  assay — <<i)  Hydrocorti¬ 
sone  standard.  Dtesolve  an  accurately 
weighed  sample  of  hydrocortisone  ace¬ 
tate  <30  milligrams  to  50  milligrams)  in 
sifficient  methyl  alcohol  to  give  a  con¬ 
centration  of  1  milligram  per  mfibiUter. 
Remove  a, suitable  aliquot  and  dilute  to 
a  concentration  of  20  mierogreans  per 
mfflillter.  using  methyl  alcoboL  Deter- 
ndzie  the  absorbance  at  242  my  nd  274 


way,  respectively,  and  calculate  the  ab- 
soiiitivities,  *kc242,  “^€274. 

(b)  Chloramphenicol  standard.  Dis¬ 
solve  an  accurately  weighted  sample  <30 
miUigraois  to  50  milligrams)  of  the  chlo- 
xamphenicol  working  standard  in  suf¬ 
ficient  methyl  alcohol  to  give  a  con- 
c^tratimi  of  1  milligram  per  milliliter. 
Remove  a  suitable  aliquot  and  dilute  to 
a  concentration  of  20  micrograms  per 
milliliter,  using  methyl  alcohoL  Deter¬ 
mine  the  absorbance  of  242  mitt  and  274 
my.  respectively,  and  calculate  the  ab- 
aoiiytivities,  *ch242,  ‘ch21A. 

(c)  Sample  for  assay.  Place  the  sam¬ 
ple  to  be  tested  (approximately  1.0  gram 
of  ohitment,  accurately  weighed)  into 
a  500-milliliter  volumetric  fiask.  Add 
20  milliliters  of  cyclohexane  and  agitate 
until  the  ointment  is  thoroughly  dis¬ 
persed.  Add  200  milliliters  of  methyl 
alcohol  and  mix.  Make  to  mark  with 
methyl  alcohol.  Mix  well.  Remove  a 
suitable  portion  and  centrifuge  until 
clear.  Determine  its  absorbance  at  242 
my  and  274  my  (A242.  A274)  against  a 
Mank  prepared  by  diluting  24)  milliliters 
of  cyclohexane  with  methyl  alcohol  to  / 
give  50  milliliters.  Read  in  a  suitable 
spectrophotometer  in  a  1-centimeter  cell, 
and  oalcBlate  as  follows: 
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Hydrocortisone  content  (%  weight/ 
weight)  = 

[  («ch274)  ( A242)  —  (“ch242)  (A274)  1  X  6  X 100 
[  («/ic242)  (•c/1274)  —  (•/M3274)  (•c/i242)  ] 

X  weight  of  sample  in  grams 

and 

Chloramphenicol  content  (%  weight/ 

weight)  = 

( (»/ic242)  (A274)  —  (•/ic274)  (A242)  ]  X 6  X 100 
( («c/i274)  (■/IC242)  -  (*0/1242)  (•/ic27€)  ] 

X  weight  ot  sample  in  grams 

where: 

“/ic242=  absorptivity  (1  cm.,  1%)  of  hydro¬ 
cortisone  standard  at  242  m^. 
•/ic274= absorptivity  (1  cm.,  1%)  of  hydro¬ 
cortisone  standard  at  274  m/u- 
*0/1242=  absorptivity  (1  cm.,  1%)  of  chlor¬ 
amphenicol  standard  at  242  m/i> 
“c/i274=  absorptivity  (1  cm.,  1%)  of  chlor¬ 
amphenicol  standard  at  274  m/u. 
A242=  absorbance  of  sample  at  242  m^i. 
A274=  absorbance  of  sample  at  274  mju. 

When  assayed  by  either  of  the  above 
methods,  its  chloramphenicol  content  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  milligrams 
that  it  is  represented  to  contain. 

(2)  Paromomycin  content.  Proceed 
as  directed  in  paragraph  (b)(1)  of  this 
section,  except  prepare  the  sample  as 
follows:  Place  an  accurately  weighed 
representative  sample  (usually  1.0  gram 
of  the  ointment)  in  a  blending  jar  con¬ 
taining  1  milliliter  of  concentrated  poly- 
sorbate  80  and  248  milliliters  of  0.1  M 
potassium  phosphate  buffer  (pH  8.0). 
Using  a  high-speed  blender,  blend  the 
mixture  for  2  minutes  and  make  the 
proper  estimated  dilutions  in  0.1  M 
potassium  phosphate  buffer,  pH  8.0. 

Its  paromomycin  content  is  satisfactory 
if  it  contains  not  less  than  85  percent 
of  the  number  of  milligrams  that  it  is 
represented  to  contain. 

(b)  Paromomycin  sulfate  used  in 
making  the  ointment — (1)  Potency. 

(i)  Proceed  as  directed  in  §  141c.231(c) 
(1)  of  this  chapter,  except  that: 

(a)  In  lieu  of  the  directions  in 
§  141c.231(c)  (1)  (iii)  of  this  chapter,  pre¬ 
pare  the  standard  as  follows:  Dissolve  a 
suitable  weighed  quantity  (usually  25 
milligrams  or  less)  of  the  working  stand¬ 
ard  in  sufficient  0.1  Af  potassiiun  phos¬ 
phate  buffer,  pH  8.0,  to  give  a  concentra¬ 
tion  of  1,000  micrograms  of  paromomy¬ 
cin  per  milliliter.  This  stock  solution 
may  be  kept  in  the  refrigerator  for  3 
weeks. 

(b)  In  lieu  of  the  directions  in 
§  141c.231(c)  (l)(iv)  of  this  chapter,  di¬ 
lute  the  sample  to  a  final  concentration 
of  1.0  microgram  per  milliliter  (esti¬ 
mated)  . 

(c)  In  lieu  of  the  concentrations  for 
the  standard  ~  curve  as  prescribed  in 
5 141c.231(c)  (1)  (vii)  of  this  chapter, 
prepare  concentrations  of  0.64,  0.80, 
1.00, 1.25,  and  1.56  micrograms  per  milli¬ 
liter.  The  1.00  microgram  per  milliliter 
solution  is  the  reference  concentration. 

(ii)  As  an  alternative  method,  proceed 
as  directed  in  §  141b.l01  (a)  through  (i) 
of  this  chapter,  except  that: 

(a)  In  lieu  of  the  directions  in  S  141b.- 
101(b)  of  this  chapter,  prepare  the  nu¬ 
trient  agar  for  the  base  and  seed  layers 
as  follows: 


Beef  extract - 6.0  gm. 

Peptone.. _ _ -  10.0  gm. 

Agar. _ 16.0  gm. 

DistiUed  water  q.8 _  1,000.0  ml. 


pH  7.&-8.0  after  sterilization. 

(b)  Prepare  the  standard  stock  solu¬ 
tion  as  described  in  subdivision  (i)(a) 
of  this  subparagraph,  and  in  lieu  of  the 
concentrations  for  the  standard  curve 
as  prescribed  in  §  141b.l01(d)  of  this 
chapter,  prepare  concentrations  of  1.28, 
1.6,  2.0,  2.5,  and  3.12  micrograms  per 
milliliter  from  this  stock  solution  and 
use  the  2.0  micrograms  per  milliliter 
concentration  as  the  reference  point. 

(c)  In  lieu  of  the  directions  in 
§  141b.  101(e)  of  this  chapter,  dilute  the 
sample  to  a  final  concentration  of  2.0  mi¬ 
crograms  per  milliliter  (estimated) . 

(2)  pH.  Proceed  as  directed  in 
§  141a.5(b)  of  this  chapter,  using  a  3.0 
percent  aqueous  solution. 

(3)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

(4)  Specific  rotation.  Accurately 
weigh  approximately  1.25  grams  of  the 
sample  into  a  26-milliliter  volumetric 
flask.  Dissolve  in  a  few  milliliters  of 
water,  add  water  to  volume,  and  mix. 
Transfer  the  solution  to  a  200-millimeter 
tube,  determine  the  angular  rotation  in 
a  suitable  polarimeter,  using  a  sodium 
light  or  5893  Angstrom  filter,  and  calcu¬ 
late  the  specific  rotation. 

(5)  Ash  content.  Place  a  1-gram 
sample  in  a  tared,  heavy,  metal-free 
evaporating  dish,  and  add  2  milliliters  of 
concentrated  H2SO4.  Completely  char 
on  low  flame,  raising  the  temperature 
gradually  until  fumes  of  SO3  disappear. 
Ignite  at  dull-red  heat  or  in  a  mufifie 
furnace  at  1,100“  F. 


PART  1 41  e— BACITRACIN  AND  BACI¬ 
TRACIN-CONTAINING  DRUGS; 
TESTS  AND  METHODS  OF  ASSAY 

Sec. 

141e.401  Bacitracin. 

141e.402  Bacitracin  ointment:  zinc  baci¬ 
tracin  ointment. 

141e.403  Bacitracin  tablets;  zinc  bacitracin 
tablets;  bacitracin  methylene  dl- 
salicylate  tablets. 

141e.404  Bacitracin  troches;  zinc  bacitracin 
troches. 

141e.405  Bacitracin  with  vasoconstrictor.- 

141e.406  Bacitracin-tyrothricin  troches; 

zinc  bacitracin-t yrothrlcin 
troches. 

141e.407  Bacitxacin-tyrothrlcin  ointment. 

141e.408  Bacitracin  ophthalmic. 

141e.409  Bacitracin -polymyxin  ointment; 

zinc  bacitracin-polymi^zln  olnt- 
*  ment. 

141e.410  Bacitracin-neomycin  tablets;  zlno 
bacitracin-neomycin  tablets; 
bacitracin  methylene  disalicyl¬ 
ate-neomycin  tablets. 

141e.411  Bacitracin-n  e  o  m  y  c  1  n  ointment; 

zinc  bacitracin-neomycin  oint¬ 
ment. 

141e.412  Bacltracin-polym3rxiii  tablets. 

141e.413  Bacitracin-neomycin  troches;  zinc 
bacitracin-neomycin  troches. 

141e.414  Bacitracin-neomycin  with  vaso¬ 
constrictor. 

141e.415  Bacitracin-polymyxin  troches;  zinc 
bacitracin-polymirxin  troches. 

141e.416  Bacitracin  methylene  disalicylate. 

141e.417  Powder  bacitracin  methylene  dl- 
sallcylate  and  streptomycin  s\il- 
fate  oral  veterinary. 


Sec. 

141e.418  Zinc  bacitracin  (bacitracin  zinc 
salt). 

141e.419  Biadtracln  -  neomycin  -  polymyxin 
troches;  zinc  bacltracln-neomy- 
cln-polym3rxln  troches. 

141e.420  Bacitracin  -  tyrothrlcln  -  neomycin 
troches;  bacltracln-gramicidln- 
neomycln  troches;  zinc  bacl- 
tracin-tyrothricin-neomycin  tro¬ 
ches;  zinc  bacltracln-gramlcidin- 
neomycin  troches. 

141e.421  Bacitracin  -  neomycin  -  polymyxin 
tablets. 

141e.422  Bacitracin  -  polymyxin  -  neomycin 
ointment. 

141e.423  Soluble  bacitracin  methylene 
disalicylate. 

141e.424  Bacitracin  -  neomycin  -  polymyxin 
with  vasoconstrictor. 

141e.42S  Bacitracin  powder. 

141e.426  Tablets  bacitracin  methylene 
disalicylate  and  streptomycin 
sulfate  oral  veterinary. 

141e.427  Feed  grade  bacitracin  powder  oral 
veterinary;  (crude  bacitracin 
powder  oral  veterinary;  unre¬ 
fined  bactracln  powder  oral  vet¬ 
erinary);  feed  grade  zinc  ba¬ 
citracin  powder  oral  veterinary 
(crude  zinc  bacltrscln  powder 
oral  veterinary,  unrefined  zinc 
bactracln  powder  oral  veteri¬ 
nary). 

141e.428  Capsules  bacitracin  methylene  dl- 
salicylate  and  streptomycin  sul¬ 
fate  oral  veterinary. 

141e.429  Bacitracin-neomycin  in  oil  veteri¬ 
nary. 

141e.430  Bacitracin  -  neomycin  -  polymindn 
powder  topical;  zinc  bacltraoln- 
neomycin-polymyxln  powder 
topical. 

141e.431  Feed  grade  manganese  bacitracin 
powder  oral  veterinary. 

AnTHORirr:  §§  141e.401  to  141e.431  issued 
under  sec.  507,  59  Stat.  463,  as  amended;  21 
UB.C.  357. 

§  141e.401  Bacitracin. 

(a)  Potency — (1)  Plate  assay.  Using 
the  standard  curve  technique,  proceed 
as  directed  in  §  141a.l(h)  of  this  chapter, 
with  the  following  exceptions: 

(i)  Dry  the  working  standard  (ob¬ 
tained  from  the  Food  and  Drug  Admin¬ 
istration)  for  3  hours  at  60“  C.  under  5 
millimeters  or  less  pressure.  Weigh  a 
sufficient  amount  to  make  a  convenient 
stock  solution  and  dilute  in  1  percent 
phosphate  buffer,  pH  6.0.  The  stock 
solution  when  refrigerated  may  be  used 
for  two  weeks.  The  stock  solution  may 
also  be  preserved  for  at  least  two  months 
isy  freezing  in  small  aliquots.  Each  ali¬ 
quot  should  be  sufficient  for  1  day’s  use 
only.  Make  all  dilutions  of  the  stock 
solution  for  the  assay  with  1  percent 
phosphate  buffer. 

(il)  Dissolve  the  sample  to  be  tested  in 
1 -percent  phosphate  buffer  and  make 
dilutions  with  the  same  solvent  to  one 
unit  per  milliliter  (estimated). 

(iii)  'The  test  organism  is  either  Micro¬ 
coccus  fiavus  (ATCC  10240)  or  Sarcina 
subfiava  (ATCC  7468),  both  of  which 
are  maintained  at  refrigerator  tempera¬ 
ture  on  slants  of  nutrient  agar  prepared 
as  directed  in  9  141a.l(b)  (1)  of  this 
chrpter.  Inoculate  a  Roux  bottle  con¬ 
taining  this  agar  from  a  stock  slant  of 
the  organism  and  incubate  18  house  at 
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32*  C.-35*  C.  Wash  off  the  growth  to. 
25  mSliliters  of  steifle  eoifium  chloride 
solution.  If  an  aliquot  of  this  bulk  sus¬ 
pension,  when  diluted  1:50  In  sodium 
chloride  solution,  gives  75  percent  light 
transmission,  if  it  is  Microcooctu  fiavwt 
<ATCC  10240),  or  50  percent  light  trans¬ 
mission,  if  it  is  Sarcmu  svbflava  (ATCC 
7468)  in  a  suitable  photoelectric  colorim¬ 
eter  equipped  with  a  filter  having  a 
wavelength  of  6.500  Angstrom  units,  the 
bulk  suspension  is  satisfactory  for  use. 
It  may  be  necessary  to  adjurt  the  bidk 
suspension  by  dilution  so  that  an  aliquot 
of  the  adjusted  sn8i>ensian  diluted  1:S0 
gives  75  percent  light  transmission,  if  it 
is  Micrococcus  flavus  <ATCC  10240)  or 
50  percent  hght  transmission  if  it  is  Sar- 
cina  subfiava  (ATCC  7468).  (The  ad¬ 
justed  bulk  suspension  only,  and  not  the 
1:50  dilution  of  it.  is  used  hi  preparing 
the  seed  layer.)  Add  0.3  to  0.5  milliliter 
of  the  adjusted  bulk  suspension  to  100 
milliliters  of  agar  that  has  been  melted 
and  cooled  to  48*  C. 

(2)  Turbidimetric  assay.  In  lieu  of  the 
plate-assay  method  described  above,  the 
sami^  may  be  assayed  for  potency  by 
the  following  turbidimetric  method; 

(i)  Test  culture  and  media.  The  test 
organism  is  Staphylococcus  aureus 
(ATCX?  10537),  which  is  maintained  at 
refrigerator  temperature  on  slants  of 
nutrient  agu*  prepared  as  directed  in 
8141al(b)(l)  of  this  (diapter.  Inocu¬ 
late  a  Roux  battle  containing  this  agar 
from  a  stock  slant  of  the  organism  and 
incubate  18  hours  at  32”  C.-35*C.  Wash 
off  the  growth  in  50  milliliters  of  sterile 
sodium  chloride  ecdution.  If  an  aliquot 
of  the  bulk  suspension,  when  diluted  1 : 10 
in  sodium  chloride  solution,  gives  20  per¬ 
cent  light  transmission  in  a  suitable 
photoelectric  colorimeter  equhH>ed  with 
a  filter  having  a  wavelen^  of  6,500 
Angstrom  units,  the  bulk  suspension  is 
ready  for  use.  It  may  become  necessary 
to  adjust  the  bulk  su^nsion  by  dilution 
so  that  an  aliquot  of  the  adjusted  sus¬ 
pension  diluted  1:10  gives  20  percent 
light  transmission.  (The  adjusted  sus- 
pen^n  only,  and  not  the  1:10  dilution, 
is  used  in  preparing  the  daily  inoculum.) 
Prepare  the  daily  inoculum  by  adding 
iqiproximately  0.2  milliliter  of  the  ad¬ 
justed  suspension  to  each  100  milliliters 
of  refrigerated  broth. 

(ii)  Working  standard  solutions.  Di¬ 
lute  the  working  standard  to  10  units 
per  milliliter  of  bacitrcunn  in  1  percent 
phosphate  buffer.  Further  dilute  this 
to  make  solutions  containing  0.256, 
0.320.  0.400,  0.500,  and  0.625  imits  per 
milliliter.  These  solutions  are  used  f(H: 
preparing  the  standard  curve  and  may  be 
held  under  refrigeration  for  1  week.  Add 
1.0  milliliter  of  each  of  these  working 
standard  solutions  to  each  of  three  16 
millimeter  x  125  millimeter  tubes  (out¬ 
side  dimension) . 

(iii)  Preparation  of  sample.  Dilute 
the  sample  under  test  to  0.400  unit  per 
millfiiter  (estiraated).  Add  1.0  milliliter 
of  the  dilated  sample  to  ea(di  of  three  16 
millimeter  x  125  millimeter  tubes  (out¬ 
side  dim^iston) .  Add  S.0  milliUters  of 
the  “daily"  inocukira  descrtoed  in  sub¬ 
division  (i)  of  this  subparagriqih  to  each 
tube  of  the  standard  and  imknown  series 
and  place  immediately  in  a  37*  C.  water 


bath  for  4  hours.  After  incuhatian,  add 
four  drops  ot  formaktot^e  toeadh  tube, 
and  estimate  the  turbidity  of  ea^  in  a 
photoelectric  calorimeter,  using  a  broad¬ 
band  filter  having  a  wavelength  of  5300 
Angstrom  units. 

(It)  Estimation  of  patency.  Average 
the  three  eolmimeter  readings  at  each 
standard  level.  Plot  the  average  absorb¬ 
ance  figures  of  the  standard  on  eemik>g 
graph  paper,  employing  units  per  tube  as 
the  logarithmic  scale  and  absorbance  as 
the  ariUunetic  scale.  Connect  the  points 
with  a  straightedge.  Average  the  sample 
reeulings  and  recul  in  units  per  tube  from 
the  curve.  Units  per  tube  divided  by 
0.400X100  win  give  percent  potency  at 
the  sample. 

(3)  Bacitracin  content.  The  potency 
of  bacitracin  is  satisfactory  when  assayed 
by  the  methods  described  in  this  section 
if  the  immediate  containers  contain  not 
less  than  85  percent  and,  if  it  is  intended 
for  systemic  medication,  not  more  than 
115  percent  of  the  number  of  units  they 
are  represented  to  contain. 

(b)  Sterility.  Proceed  as  directed  in 
S  141b.  102  of  this  chapter. 

(c)  Pyrogens.  Proceed  as  directed  in 
8  141a.3  of  this  chapter,  using  as  a  test 
dose  1.0  milliliter  per  kilogram  of  a  solu¬ 
tion  containing  300  units  per  milliliter. 
Use  physiological  salt  solution  as  the 
diluent. 

(d)  Toxicity.  Inject  intravenously 
each  of  five  mice  within  the  weight  range 
of  18-25  grams  with  0.5  milliliter  of  a 
solution  of  the  sample  prepared  by  dilut¬ 
ing  with  sterile  physiological  salt  solution 
to  200  units  per  milliliter.  TTje  injec¬ 
tion  should  be  made  over  a  period  of  not 
more  than  5  seconds.  If  no  animal  dies 
within  48  hours,  the  sample  is  nontoxic. 
If  one  or  more  animals  die  within  48 
hours,  repeat  the  test  with  five  unused 
mice  weighing  20  grams  (±06  gram) 
each.  If  all  animals  survive  the  repeat 
test  the  sample  is  nontoxic. 

(e)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

(f )  pH.  Proceed  as  directed  in  6  141a6 
(b)  of  this  chapter,  using  a  solution  con¬ 
taining  10,000  units  per  milliliter. 

(g)  Ash  content.  Place  approximately 
1  gram  of  the  sample,  accurately 
w^ghed,  in  a  tared  porcelain  crucible 
and  carefully  ignite  at  a  low  temperature 
until  thoroughly  charred.  The  crucible 
may  be  loosely  covered  with  a  porcelain 
lid  during  the  charring.  Add  to  the  con¬ 
tents  of  the  crucible  2  milliliters  of  nitric 
acid  and  5  drops  of  sulfuric  acid,  and 
cautiously  heat  imtil  white  fOmes  are 
evolved,  then  ignite,  preferably  in  a  muffle 
furnace,  at  500“  C.  to  600*  C.  until  the 
carbon  is  all  burned  off.  Cool  the  cru¬ 
cible  in  a  desiccator  and  weigh.  Frcnn 
the  weight  of  residue  obtained,  calculate 
the  sulfated  ash  content. 

(h)  Heavy  metals  content.  Using  the 
sulfated  ash  obtained  in  paragraph  (g) 
of  this  paragraph.,  proceed  as  directed  in 
the  U.  S.  P.  Heavy  Metals  Test.  Method 
n,  starting  with  the  words  “Cool,  add  2 
mL  of  hydrochloric  a(dd  •  • 

'S  141'e.462  Bacitracin  ointment-;  zinc 
bacitracin  ointment. 

(a)  Potency.  If  it  is  bacitracin,  pro¬ 
ceed  as  directed  in  §  141e.401(a),  except 


9  141e.401(a)(3),  and  in  lieu  of  the  di¬ 
rections  in  9  141e.401(a)  (iXU),  prepare 
the  Mnwpie  as  directed  in  f  141aA(a)  of 
this  chapter.  If  It  is  xinc  bacitracin,  use 
0.01  N  HCl  in  lieu  of  1 -percent  phosphate 
buffer,  pH  6.0,  for  the  extraction  or 
blending  operation,  and  in  lieu  of  the  di¬ 
rections  in  §  141e.401(a)  (1)  (i),  prepare 
the  standard  as  follows.  Prepare  the 
stock  solution  as  directed  in  9  141e.401 
(a)  (1X1),  except  that  the  dilutions  for 
assay  are  prepared  to  contain  the  same 
ratio  of  0.01  N  HCl  to  1-percent  phos¬ 
phate  buffer,  pH  6.0,  as  the  sample  under 
test.  Its  content  of  bacitracin  or  zinc 
bacitracin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  units  per  gram  that  it  is  represented 
to  contain. 

<b)  Moisture.  Proceed  as  directed  in 
9  l41a.S  (b>  of  this  chapter. 

§  141e.403  Bacitracin  tablets;  zinc  bac- 
itraein  tablets;  baatracia  methylene 
disalicylate  tablets. 

(a)  Potency.  Proceed  as  directed  in 
9  141e.401(a).  except  9  141e.401(a)  (3), 
and  in  addition  to  the  directions  hi 
9  141e.401(a)  (1)  (ii),  proceed  as  follows: 
If  it  is  bacitracin,  place  a  representa¬ 
tive  sample  (usually.  5  tablets)  in  a  blend¬ 
ing  Jar  containing  250  millihters  of  1- 
percent  phosphate  buffer,  pH  6.0  If  it 
is  zinc  bacitracin,  use  250  milliliters  of 
0.01  H  HCl,  and  if  it  is  bacitracin  methyl¬ 
ene  disahcsdate,  use  09  milliliters  of 
an  aqueous  solution  of  2-percent  sodium 
bicarbonate  and  1  milliliter  of  poly- 
sorbate  80.  If  it  is  bacitracin,  after 
blending  for  1  minute  with  a  high-speed 
blender,  add  250  milliliters  of  buffer  to 
the  blender,  and  if  it  is  zinc  bacitracin, 
add  250  milliliters  of  0  01  H  HCl  to  the 
blender.  Blend  again  for  1  minute  and 
make  the  proper  estimated  dilutions  in 
1-percent  phosphate  buffer,  pH  6  0.  If 
it  is  zinc  bacitracin,  in  heu  of  the  direc¬ 
tions  in  9  141e.401(a)  (1)  (i)  prepare  the 
standard  as  follows:  Using  the  stock 
solution  described  in  9  141e.401(a)  (U 
(1),  make  all  dilutions  for  the  assay 
so  that  the  final  dilution  contains  the 
same  ratio  of  0.01  H  HCl  to  1-percent 
phosphate  buffer.  pH  6.0,  as  the  sample 
under  test.  The  content  of  bacitracin, 
zinc  bacitracin,  or  bacitracin  methylene 
disalicylate  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  units  per  tablet  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 

9  141a.5  (a)  of  this  chapter. 

(c)  Disintegration  time.  .Proceed  as 
directed  in  §  141a.9(c)  of  this  chapter. 

£  141e.404  Bacitracin  troches;  zinc  bac¬ 
itracin  troches. 

<a)  Potency.  If  it  Is  bacitracin,  dis¬ 
solve  5  troches  in  a  small  amount  of  1 
percent  phosphate  buffer,  pH  6.0,  then 
add  sufficient  buffer  to  give  a  volume  of 
100  milliliters  and  proceed  as  directed 
In  9  141e.401(aXl).  If  it  is  zinc  baci¬ 
tracin,  dissolve  5  troches  in  sufficient 
0.01  H  Hd  to  give  a  concentration  of 

10  units  per  miUfiiter  (estimated)  and 
proceed  as  directed  in  {  141e.401  (a)(1), 
except  9 141e.401(aXlXi).  If  the 
troches  are  composed  of  a  water-insoto- 
ble  base,  use  a  mortar  and  pestle  and 
grind  to  a  fine  powder  before  adding  the 
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acid,  and  in  Ueu  of  the  directions  in 
§  141e.401(a)  (1)  (i).  prepare  the  stand¬ 
ard  as  f<^ows:  Prepare  the  stock  solu¬ 
tion  as  directed  in  8  141e.401(a)  (1)  (i), 
except  that  the  dilutions  for  assay  are 
I»*epared  to  contain  the  same  ratio  of 
0.01  N  HCl  to  1-percent  phosphate 
buffer.  pH  6.0.  as  the  sample  under  test. 
The  average  potency  of  the  troche  is 
satisfactory  if  it  is  not  less  than  85  per¬ 
cent  of  the  number  of  units  per  troche 
that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  In 
8  141a.5  (a)  of  this  chapter. 

§  141e.405  Bacitracin  with  vasocon¬ 
strictor. 

(a)  Potency.  Prepare  the  drug  as  di¬ 
rected  in  its  labeling  and  proceed  as 
directed  in  §  141e.401(a),  except  8  141e.- 
401(a)(3).  The  potency  of  bacitracin 
with  vasoconstrictor  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  per  container  it  is  rep¬ 
resented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8 141a.5  (a)  of  this  chapter. 

(c)  pH.  Proceed  as  directed  in  8  141a.5 
(b)  of  this  chapter,  using  a  solution  pre¬ 
pared  as  directed  in  the  labeling  of  the 
drug. 

§  141e.406  Bacitracin-tyrothricin  troc- 
ches ;  zinc  bacitracin-tyrothricin 
troches. 

(a)  Potency.  Proceed  as  directed  in 
8  141e.404(a).  Its  content  of  bacitracin 
or  zinc  bacitracin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  per  troche  that  it  is 
represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8 141a.5  (a)  of  this  chapter. 

§  141e.407  Bacitracin-tyrothricin  oint¬ 
ment. 

Proceed  as  directed  in  8  141e.402.  Its 
content  of  bacitracin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  per  gram  it  is  repre¬ 
sented  to  contain. 

§  141e.408  Bacitracin  ophthalmic. 

(a)  Potency.  Proceed  as  directed  in 
8 141e.401(a). 

(b)  Moisture.  Proceed  as  directed  in 
8 141a.5(a)  of  this  chapter. 

(c)  pH.  Proceed  as  directed  in 
8 141a.5(b)  of  this  chapter,  using  a  solu¬ 
tion  prepared  as  directed  in  the  labeling 
for  the  drug. 

(d)  Sterility.  Proceed  as  directed  in 
8 141a.2  of  this  chapter,  except  that: 

(1)  Do  not  use  penicillinase  or  the 
control  tube  in  the  test  for  bacteria. 

(2)  In  lieu  of  the  last  sentence  of 
§  141a.2(b)  of  this  chapter,  the  batch 
meets  the  requirements  of  the’ test  for 
bacteria  if  no  tube  shows  growth. 

(3)  In  lieu  of  the  last  sentence  of 
8 141a.2(c)  of  this  chapter,  the  batch 
meets  the  requirements  of  the  test  for 
molds  and  yeasts  if  no  .tube  shows 
growth. 

§  141e.409  Bacitracin-polymyxin  oint¬ 
ment;  zinc  bacitracin-polymyxin 
ointment. 

(a)  Patency — (1)  Bacitracin  or  zinc 
bacitracin  content.  Proceed  as  directed 
in  8  141e.402(a) .  Its  content  of  badtra- 
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cin  or  zinc  bacitracin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  per  gram  that  it  is  repre¬ 
sented  to  contain. 

(2)  Polymyxin  content.  Proceed  as 
directed  in  8 141b.ll2(b)  (1)  of  this 
chapter,  except  in  lieu  of  the  directions 
in  8  141b.ll2(b)  (1)  (vii)  for  the  prepara¬ 
tion  of  the  sample,  prepare  the  sample 
by  one  of  the  following  methods:  Ac¬ 
curately  weigh  approximately  5  grams 
and  transfer  to  a  separatory  funnel  con¬ 
taining  approximately  50  milliliters  of 
peroxide-free  ether.  Shake  with  four 
25-milliliter  portions  of  10-perccnt  po- 
tassimn  phosphate  buffer  (pH  6.0)  and 
combine  the  extracts.  However,  if  the 
ointment  contains  a  water-soluble  base, 
accurately  weigh  approximately  5  grams 
and  place  in  a  blending  jar  containing 
1.0  milliliter  of  polysorbate  80  and  suffi¬ 
cient  10  percent  potassium  phosphate 
buffer,  pH  6.0,  to  give  a  final  volume  of 
200  milliliters.  Using  a  high-speed 
blender,  blend  the  mixture  for  2  minutes 
and  then  make  the  proper  estimated  di¬ 
lutions  using  10  percent  phosiHiate  buf¬ 
fer,  pH  6.0.  Its  content  of  polsnnyxin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  units  per 
gram  that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.8(b)  of  this  chapter. 

§  141e.410  Bacitracin-neomycin  tab¬ 
lets;  zinc  bacitracin-neomycin  tab¬ 
lets;  bacitracin  methylene  disalicyl¬ 
ate-neomycin  tablets. 

(a)  Tablets — (1)  Potency — (i)  Baci¬ 
tracin,  zinc  bacitracin,  or  bacitracin 
methylene  disaUcylate  content.  Proceed 
as  directed  in  8  141e.403(a) .  Its  content 
of  bacitracin,  zinc  bacitracin,  or  baci¬ 
tracin  methylene  disalicylate  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  units  per  tablet 
that  it  is  represented  to  contain. 

(U)  Neomycin  content.  Place  5  tablets 
in  a  blending  jar  and  add  thereto  200 
milliliters  of  a  500-milliliter  quantity  of 
0.10-percent  phosphate  buffer  pH  8.0. 
After  blending  for  1  minute  with  a  high¬ 
speed  blender,  add  the  remainder  of  the 
buffer.  Blend  again  for  1  minute  and 
make  the  proper  estimated  dilutions  in 
the  buffer  and  proceed  as  directed’  in 
paragraph  (b)  (1)  of  this  section.  Its 
content  of  neomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  of  activity  that  it 
is  represented  to  contain. 

(2)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  of  this  chapter. 

(3)  Disintegration  time.  Proceed  as 
directed  in  8  141a.9(c) . 

(b)  Neomycin  used  in  making  the 
tablets — (1)  Potency — (i)  Cylinders 
(cups).  Use  cylinders  described  under 
8  141a.l(a)  of  this  chapter. 

(ii)  Culture  medium.  Use  the  medium 
described  in  §  141a.l(b)  (1)  of  this 
chapter  for  both  the  base  and  seed  layers, 
except  its  pH  after  sterilization  is  7.8  to 
8.0. 

<iii)  Working  standard.  Dry  the  work¬ 
ing  standard  (obtained  from  the  U.  S.  P. 
Reference  Standards  Committee.  46  Park 
Avenue,  New  York  16.  N.  Y.)  for  3  hours 
at  60”  C.  and  a  pressure  of  5  millimeters 
or  less  and  weigh  out  a  sufficient  quan¬ 


tity  to  make  a  convofient  stock  solution 
by  diluting  with  a  0.1  M  potassium  phos¬ 
phate  buffer,  pH  7.8  to  8.0.  The  stodc 
solution,  when  stored  at  a  temperature  of 
approximately  15*  C..  or  less,  may  be 
used  for  a  period  not  exceeding  1  month. 

(iv)  Standard  curve.  Using  the  stock 
solution,  prepare  a  daJly  standard  curve 
as  directed  in  8  141b.l01(d)  of  this  chap¬ 
ter,  using  solutions  of  the  neomycin 
working  standard  in  OJL  M  potassium 
phoq;>hate  buffer.  pH  8.0,  in  concentra¬ 
tions  of  6.4, 8.0, 10.0, 12.5,  and  15.6  micro¬ 
grams  per  milliliter  if  t^  test  organism 
Staphylococcus  aureus  (ATCC  6538P), 
or  in  concentrations  of  0.64,  0.80,  1.0, 
1.25,  .and  1.56  micrograms  per  milliliter 
if  the  test,  organism  is  Staphylococcus 
epidermidis  (ATUC  12228).  The  10.0 
micrograms  per  milliliter  and  the  ID 
microgram  per  milliliter  concentrations 
are  used  as  the  reference  points. 

(v)  Preparation  of  test  organism.  The 
test  organism  is  Staphylococcus  aureus 
(ATCC  6538P) ,  which  is  maintained  on 
agar  described  in  8  141a.l  (b)(1)  of  this 
chapter.  From  a  stock  slant  inoculate  a 
Roux  bottle  containing  this  same  agar 
and  incubate  for  24  hours  at  32*  C.-35* 
C.  Wash  the  resulting  growth  from  the 
agar  surface  with  about  50  milliliters  of 
sterile  sodium  chloride  solution.  Stand¬ 
ardize  this  suspension  by  determining 
the  dilution  that  will  permit  80  percent 
light  transmission  through  a  filter  at 
6500  Angstrom  units  in  a  photoelectric 
colorimeter.  The  suspension  may  be 
used  for  2  weeks  if  it  is  stored  under  re¬ 
frigeration.  Staphylococcus  epidermidis 
(ATCC  12228),  which  is  maintained  on 
agar  as  described  in  8  141a.l(b)  (1)  of 
this  chapter,  may  also  be  used  as  the  test 
oi^anism.  From  a  stock  slant,  inoculate 
a  Roux  bottle  containing  this  medium 
and  incubate  for  24  hours  at  32*  C.-35* 
C.  Wash  the  resulting  growth  from  the 
agar  surface,  using  approximately  30 
milliliters  of  sterile  sodium  chloride  so¬ 
lution.  Standardize  the  su^nsion  by 
determining  the  dilution  that  will  permit 
80  percent  light  transmission  through  a 
filter  of  6500  Angstrcxn  units  in  a  photo¬ 
electric  colorimeter.  The  suspension 
may  be  stored  for  2  weeks  imder  refrig¬ 
eration. 

(vi)  Preparation  of  plates.  Using  the 
agar  described  in  subdivision  (ii)  of  this 
subparagraph  and  approximately  a  0.5 
percent  inoculum  of  the  suspension 
described  in  subdivision  (v)  of  this 
subparagraph,  prepare  the  plates  as 
directed  in  8  141a.l(e)  of  this  chapter. 

(vii)  Assay.  .  Dissolve  volumetrically 
in  0.1  M  potassium  phosphate  buffer.  pH 
7.8  to  8.0,  the  sample  to  be  tested  to  make 
a  convenient  stock  solution.  Further  di¬ 
lute  volumetrically  this  solution  with  0.1 
M  potassium  phosphate  buffer,  pH  7.8  to 
8.0,  to  a  final  concentration  of  10.0 
micrograms  (estimated)  per  milliliter,  if 
the  test  organism  is  Staiffiylococcus 
aureus  or  1.0  microgram  per  milliliter 
(estimated)  if  the  test  organism  is 
Staphylococcus  epidermidis. 

(2)  Toxicity.  Proceed  as  directed  In 
8  141a.4  of  this  chapter,  using  OD  milli¬ 
liter  of  a  solution  prepared  by  diluting 
the  sample  to  approximately  200  micro- 
grams  per  milliliter  with  physiological 
salt  solution. 
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(3)  Moisture.  In  an  atmosphere  of 
about  10  percent  relative  humidity, 
tnmsfer  about  100  milligrams  of  the 
finely  powdered  sample  to  a  tared 
weighing  bottle  equipped  with  ground- 
glass  top  and  stopper.  Weigh  the  bot¬ 
tle  and  place  it  in  a  vacuum  oven,  tilting 
the  stopper  on  its  side  so  that  there  is 
no  closure  during  the  dnring  period. 
Dry  at  a  temperature  of  60*  C.  and  a 
pressure  of  5  millimeters  of  mercury  or 
less  for  3  hours.  At  the  end  of  the 
dnring  period  fill  the  vacuum  oven  with 
air  dried  by  passing  it  through  a  drying 
agent  such  as  sulfuric  acid  or  silica  gel. 
Replace  the  stopper  and  place  the  weigh¬ 
ing  bot41e  in  a  desiccator  over  axlesic- 
cating  agent  such  as  phosphorous  pent- 
oxide  or  silica  gel,  allow  to  cool  to  room 
temperature,  and  reweigh.  Calculate 
the  percent  loss. 

(4)  pH.  Proceed  as  directed  in 
S  141a.5(b)  of  this  chapter,  using  a  solu¬ 
tion  containing  33  milligrams  per  milli¬ 
liter. 

§  141e.411  Bacitracin-neomycin  oint¬ 
ment;  cine  bacitracin-neomycin  oint¬ 
ment. 

(a)  Potency — (1)  Bacitracin  or  zinc 
bacitracin  content.  «  Proceed  as  directed 
in  8  141e.402(a).  Its  content  of  bacitra¬ 
cin  or  zinc  bacitracin  is  satisfactory  if  it 
cemtains  not  less  than  85  percent  of  the 
number  of  units  per  gram  that  it  is  repre¬ 
sented  to  contain. 

(2)  Neomycin  content.  Prepare  the 
sample  as  directed  in  §  141a.8(a)  of  this 
chiq>ter,  except  in  lieu  of  potassium 
phosphate  buffer  use  0.10  M  phosphate 
buffer  (pH  7.8-8.0)  suid  proceed  as  di¬ 
rected  in  §  141e.410(b)  (1).  Its  content 
of  neomycin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milligrams  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.8(b)  of  this  chapter. 

§  141e.412  Bacitracin-polymyxin  tablets. 

(a)  Potency — (1)  Bacitracin  content. 
Proceed  as  directed  in  8  141e.403(a).  Its 
content  of  bacitracin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  it  is  represented  to  con¬ 
tain. 

(2)  Polymyxin  content.  Using  10- 
percent  potassium  phosphate  buffer,  pH 
6.0,  prepare  the  sample  as  directed  in 
subparagraph  (1)  of  this  paragrapl^  and 
proceed  as  directed  in  8  141b.ll2  (b)  of 
this  subchapter.  Its  content  of  poly¬ 
myxin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
units  that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

(c)  Disintegration  time.  Proceed  as 
directed  in  8  141a.9(c)  of  this  chapter. 

§  141e.413  Bacitracin-neomycin  troches; 
zinc  bacitracin-neomycin  troches. 

(a)  Potency — (1)  Content  of  baci¬ 
tracin  and  zinc  bacitracin.  Proceed  as 
directed  In  8  141e.404  (a) .  Its  content 
of  bacitracin  or  zinc  bacitracin  is  satis¬ 
factory  If  it  contains  not  less  than  85 
percent  of  the  number  of  units  per  tro¬ 
che  that  it  is  represented  to  contain. 

(2)  Neomycin  content.  Proceed  as 
directed  in  8  141e.410  (a)  (1)  (li).  Its 


content  of  neomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

§  141e.414  Bacitracin-neomycin  with 
vasoconstrictor. 

(a)  Potency — (1)  Bacitracin  content. 
Proceed  as  directed  in  8  141e.405(a) .  Its 
content  of  bacitracin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(2)  Neomycin  content.  Proceed  as 
directed  in  8  141e.410  (b)  (1).  Its  con¬ 
tent  of  neomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

§  141e.415  Bacitracin-polymyxin  troches ; 
zinc  bacitracin-polymyxin  troches. 

(a)  Potency — (1)  Polymyxin  content. 
Dissolve  five  troches  in  a  small  amount 
of  10  percent  phosphate  buffer,  pH  6.0, 
then  add  sufficient  buffer  to  give  a  con¬ 
centration  of  100  units  per  milliliter  and 
proceed  as  directed  in  §  141b.ll2(b)  (1) 
of  this  chapter,  except  §  141b.ll2(b)  (1) 
(iv).  Prepare  daily  standard  curve  as 
directed’ in  §  141a.21(c)  (1)  (vii)  of  this 
chapter,  except  that:  Qalculate  the 
amount  of  sucrose  that  would  be  present 
when  the  sample  is  diluted  to  contain  10 
units  of  polymjrxin  (labeled  potency) 
per  milliliter.  Prepare  the  polsrms^in 
standard  curve  by  adding  that  amount 
of  sucrose  to  each  concentration  of  poly¬ 
myxin  used  for  the  curve.  Using  a  solu¬ 
tion  of  the  polsons^in  working  standard 
in  10  percent  potassium  phosphate  buf¬ 
fer,  pH  6.0,  prepare  volumetricalh^  the 
following  concentrations:  6.4,  8.0,  10.0, 
12.5,  and  15.6  units  per  milliliter  in  10 
percent  potassium  phosphate  buffer,  pH 
6.0.  The  10  imits  per  milliliter  concen¬ 
tration  is  used  as  the  reference  point. 
Use  this  standard  curve  to  calculate  the 
pol3an3^in  content  of  the  sample. 

(2)  Content  of  bacitracin  and  zinc 
bacitracin.  Proceed  as  directed  in 
§  141e.404(a).  Its  content  of  bacitracin 
or  zinc  bacitracin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

§  141e.416  Bacitracin  methylene  disalic¬ 
ylate. 

(a)  Potency.  Proceed  as  directed  in 
§  141e.401(a)  (1),  except  in  lieu  of  the 
directions  for  preparing  the  sample  in 
8  141e.401(a)  (1)  (ii)  prepare  the  sample 
as  follows:  Place  an  accurately  weighed 
sample  of  approximately  1  gram  in  a 
blending  jar,  add  99  milliliters  of  an 
aqueous  solution  of  2-percent  sodium 
bicarbonate  and  1  milliliter  of  poly- 
sorbate  8()  and  blend  for  3  minutes  in 
a  high-speed  blender.  Allow  the  foam 
to  subside,  remove  an  aliquot  of  the  so¬ 
lution,  and  dilute  to  1  unit  per  milliliter 
with  1-percent  phosphate  buffer. 


(b)  Toxicity.  Proceed  as  directed  In 
8  141d.305  (b)  of  this  chapter,  using  as 
the  test  dose  1  milliliter  of  a  suspension 
containing  1,000  units  of  bacitracin  ac¬ 
tivity  per  mouse. 

(c)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

(d)  pH.  Proceed  as  directed  in 
8  141a.3  (b)  of  this  chapter,  using  a  satu¬ 
rated  aqueous  solution  containing  ap- 
proxhhately  50  milligrams  per  milliliter. 

§  141e.417  Powder  bacitracin  methylene 
disalicylate  and  streptomycin  sulfate 
oral  veterinary. 

(a)  Potency — (1)  Bacitracin  content. 
Proceed  as  directed  in  §  141e.401(a),  ex¬ 
cept  in  lieu  of  the  directions  for  pre¬ 
paring  the  sample  in  §  141e.401(a)  (1) 
(ii),  prepare  the  sample  as  follows: 
Place  an  accurately  weighed  sample  of 
approximately  5  grams  in  a  blending  jar, 
add  40  milliliters  of  2.0-percent  sodium 
bicarbonate  and  swirl  imtil  the  sample  is 
thoroughly  wetted.  Allow  to  stand  for 
15  minutes  with  occasional  swirling. 
After  standing  for  15  minutes,  add  30 
milliliters  of  1 -percent  potassium  phos¬ 
phate  buffer  at  pH  6.0  and  allow  to  stand 
for  1  hour,  with  occasional  swirling.  Add 
30  milliliters  of  acetone  and  blend  for  2 
minutes;  allow  to  stand  for  2  minutes 
and  reblend  for  2  minutes.  Allow  to  set¬ 
tle  for  15  minutes,  and  filter  through 
filter  paper  on  a  Buchner  funnel.  Re¬ 
move  an  aliquot  of  the  filtrate  and  add 
sufficient  semicarbazide  1.0-percent  solu¬ 
tion,  at  pH  6.5-7 .0,  to  Inactivate  (1  hour 
at  room  temperature)  the  streptomycin 
contained  in  the  solution.  After  in¬ 
activation,  remove  an  aliquot  of  this  so¬ 
lution  and  dilute  to  1  unit  per  milliliter 
with  1.0-percent  phosphate  buffer.  Its 
potency  is  satisfactory  if  it  contains  not 
less  thtui  85  percent  of  the  units  of  baci¬ 
tracin  activity  that  it  is  represented  to 
contain. 

(2)  Streptomycin  content.  Proceed  as 
directed  in  §  141b.l01  of  this  chapter.  Its 
content  of  streptomycin  is  satisfactory  if 
it  contains  not  less  than  85  percent  of 
the  number  of  milligrams  of  streptomy¬ 
cin  activity  per  gram  that  it  is  repre¬ 
sented  to  contain. 

(b)  Moisture.  Using  a  1.0-gram  sam¬ 
ple,  proceed  as  directed  in  §  141a.5  (a) 
of  this  chapter. 

§  141e.418  Zinc  bacitracin  (bacitracin 
zinc  salt). 

(a)  Potency.  Proceed  as  directed  in 
§  141e.401(a)  (1),  except  prepare  the 
sample  as  follows:  Suspend  an  acemately 
weighed  sample  of  approximately  100 
milligrams  in  5  milliliters  of  distilled 
water.  Add  0.5  milliliter  of  3  17  HCl,  stir 
until  the  sample  is  dissolved,  and  trans¬ 
fer  to  a  100-milliliter  volumetric  fiask 
and  make  to  volume  with  distilled  water. 
Dilute  an  aliquot  of  this  solution  to  1.0 
unit  per  milliliter  (estimated)  with  1- 
percent  phosphate  buffer. 

(b)  Toxicity.  Administer  orally,  by 
means  of  a  cannula  or  other  suitable  de¬ 
vice,  to  each  of  5  mice  within  the  weight/ 
range  of  18-25  grams,  0.5  milliliter  of  a 
water  suspension  of  the  drug  containing 
4,000  units  per  milliliter.  If  no  animal 
dies  within  48  hours,  the  sample  is  non¬ 
toxic.  If  one  or  more  animals  die  within 
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48  hours,  repeat  the  test  with  5  unused 
mice  weighing  20  grams  (:i:0.5  gram 
each) :  if  all  animals  survhre  the  repeat 
test,  the  sample  is  nontoxic. 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(d)  pH.  Prepare  a  saturated  solu¬ 
tion,  using  approximately  100  milli¬ 
grams  of  the  sample  per  milliliter,  and 
proceed  as  directed  in  S  141a.5  (b)  of 
this  chapter. 

(e)  Zinc  content — (1)  Reagents — (1) 
Aqueous  toorking  solution.  Dissolve  3.11 
grams  of  the  zinc  oxide  in  sufiBcient  1  N 
HCl  and  dilute  to  250  milliliters  with 
water.  Remove  a  suitable  aliquot  and 
dilute  with  water  to  obtain  0.1  percent 
solution. 

(ii)  Alkaline  buffer  solution.  Mix  cme 
part  10  N  ammonium  hydroxide  and  4.5 
parts  of  1  N  ammonium  chloride. 

(Ui)  1  percent  phenolphthalein  in  ab¬ 
solute  alcohol. 

(iv)  Ethylenediaminetetraacetic  acid 
sodium  toorking  solution.  Dissolve  3.72 
grams  of  ethylenediaminetetraacetic 
acid  sodium  in  100  milliliters  of  water. 
Remove  an  aliquot  and  prepare  a  1:25 
dilution  using  water  as  the  diluent. 

(v)  l-(l-Hydroxy-2-naphthylazo)~S- 
nitro-2-naphthol-4-sulfonic  acid  sodium 


(a)  Poimcy — (1)  Neomycin  content. 
Proceed  as  directed  in  §  141e.410(a)  (1) 
(ii).  Its  content  of  neomycin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  of 
activity  that  it  is  represented  to  contain. 

(2)  Polymyxin  content.  Proceed  as  di¬ 
rected  in  §  141e.415  (a)  (1),  except  cal¬ 
culate  from  the  quantity  of  neomycin 
found  (using  the  method  prescribed  in 
subparagraph  (1)  of  this  paragraph)  the 
quantity  of  neomycin  that  would  be 
present  when  the  sample  is  diluted  to 
contain  10  imits  of  pol3nnyxin  (labeled 
potency)  per  milliliter.  Prepare  the 
pol3rm3rxin  standard  curve  by  adding  this 
calculated  quantity  of  neomycin  to  each 
concentration  of  polymyxin  used  for  the 
curve.  Use  this  standard  curve  to  cal¬ 
culate  the  polsonyxin  content  of  the 
sample.  Its  content  of  polymjrxin  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  units  that 
it  is  represented  to  contain. 

(3)  Content  of  bacitracin  or  zinc  baci¬ 
tracin.  Proceed  as  directed  in  S  141e.404 
(a).  Its  content  of  bacitracin  or  zinc 
bacitracin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  Uie  number 
of  units  that  it  is  represented  to  ccmtain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.5  (a)  of  this  chapter. 

§  141e.420  B»citracin-tyrothricin-neo- 
mycin  trodm;  backracin-gramicMim- 
neonnycia  troches;  bwc  bacitrooM- 
tyrothrtcin>iieom7cm  troches;  riac 
bacitracin-gnaoiadiiMieoiaycm  tro. 

Proceed  as  directed  in  §  141e.413  (a) 
and  (b>. 


salt  solution.  Prepare  daily  a  1  percent 
solution  in  alkaline  buffer. 

(2)  Preparation  of  sample.  Using  2 
milliliters  of  10  percent  acetic  acid  and  5 
milliliters  of  water,  wash  an  amount  ot 
the  sample  containing  approximate  2 
milligrams  of  zinc  (usually  40  milligrams 
to  50  milligrams,  into  a  titration  flask. 
Add  1  drop  of  phenolphthalein  solution. 
Add  1  N  NaOH,  dropwise,  imtil  a  heavy 
precipitate  of  bacitracin  appears  and  a 
faint  pink  color  persists. 

(3)  Preparation  of  standard.  Place 
2-milliliter  aliquots  of  the  0.1  perc^t 
working  solution  into  two  titration  flasks, 
respectively,  and'  add  one  drop  of  phenol¬ 
phthalein  solution. 

(4)  Procedure.  To  all  titration  flasks 
(standard  and  sample)  add  2  milliliters 
of  alkaline  buffer  solution,  50  milliliters 
of  water,  and  0.1  milliliter  of  l-d-hy- 
droxy-2-naphthylazo)  -5-nitro-2  -  naph- 
thol-4-sulfonic  acid  sodium  salt  indica¬ 
tor  solution.  Titrate  with  ethylenedi¬ 
aminetetraacetic  acid  working  solution 
from  a  burgundy-red  color  to  a  blue  end¬ 
point. 

(5)  Calculation.  From  the  standards, 
calculate  the  milligram  equivalent  of  the 
ethylenediaminetetraacetic  acid  solution 
per  milliliter  (F) . 


(a)  Potency — (1)  Bacitracin  content. 
Proceed  as  directed  in  §  141e.403(a) .  Its 
content  of  bacitracin  is  satisfactory  if 
it  contains  not  less  than  85  percent  of 
the  number  of  units  per  tablet  that  it 
is  represented  to  contain. 

(2)  Neomycin  content.  Proceed  as 
directed  in  §  141e.ll0  (a)  (1)  (ii).  Its 
content  of  neomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  of  activity  per  tab¬ 
let  that  it  is  represented  to  contain. 

(3)  Polymyxin  content.  Proceed  as 
directed  in  §  141b.ll2  (a)  (1)  (ii)  of  this 
chapter,  except  calculate  from  the  quan¬ 
tity  of  neomycin  found  (using  the  meth¬ 
od  prescribed  in  subparagraph  (2)  of. this 
paragraph)  the  quantity  of  neomycin 
that  would  be  present  when  the  sample 
is  diluted  to  contain  10  units  of  poly- 
msrxin  (labeled  potency)  per  milliliter. 
Prepare  the  polWyxin  standard  curve 
by  adding  this  calculated  quantity  of 
neomycin  to  eacdi  concentration  of  poly¬ 
myxin  used  for  the  curve.  Use  this 
standard  curve  to  calculate  the  polyn^- 
in  content  of  the  sample.  Its  content  of 
polymyxin  is  satisfactory  if  it  cemtains 
not  less  than  85  percent  of  the  number 
of  units  per  tablet  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.b)  (a)  of  this  chapter. 

§  141e.422  Bacitracin-polTmyxin-iieomy- 
cin  ointment. 

(a)  Potency — (1)  Bacitracin  content. 
Proceed  as  directed  in  §  141e.409(a)  (1). 
Its  contoit  of  bacitracin  is  satisfactory 
if  it  ctmtains  not  less  titan  85  percent 
of  the  number  of  units  per  gram  that  it 
is  represented  to  contahi. 


(2)  Polymyxin  content.  Proceed  as 
directed  in  3 141e.409  (a)  (2),  except 
calculate  from  the  quantity  (ff  neomycin 
found  (using  the  method  prescribed  in 
subparagraph  (3)  of  this  paragraph)  the 
quantity  of  neomycin  that  would  be  pres¬ 
ent  when  the  sample  is  diluted  to  contain 
10  units  of  polym^ncin  (labeled  potency) 
per  milliliter.  Prepare  the  polym3ncin 
standard  curve  by  adding  this  calculated 
quantity  of  neomycin  to  each  concentra¬ 
tion  of  polsunyxin  used  for  the  curve. 

this  standard  curve  to  calculate  the 
pol3anyxin  content  of  the  sample.  Its 
content  of  pohonsnein  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
^umber  of  units  that  it  is  represented  to 
contain. 

(3)  Neomycin  content.  Proceed  as 
directed  in  §  141e.411  (a)  (2).  Its  con¬ 
tent  (ff  neomycin  is  satisfactory  if  it  con¬ 
tains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.8  (b)  of  this  chapt». 

§  141e.423  Soluble  bacitradii  methylene 
disalicylate. 

(a)  Potency.  Proceed  as  directed  in 
3  141e.401(a)  (1).  except  in  lieu  of  the 
directions  for  preparing  the  sample  in 
§  141e.401(a)  (1)  (ii).  prepare  the  sample 
as  follows:  Place  an  accurately  weighed 
sample  of  approximately  1  gram  in  a 
blending  jar,  add  99  milliliters  of  an 
aqueous  solution  of  2  percent  sodium  bi¬ 
carbonate  and  1  milliliter  of  polysorbate 
80  and  blend  for  3  minutes  in  a  high-' 
speed  blender.  Allow  the  foam  to  sub¬ 
side.  Dilute  a  suitable  aliquot  with  1 
percent  phosphate  buffer  to  a  concentra¬ 
tion  of  one  unit  per  milliliter.  Its  po¬ 
tency  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  bacitracin 
activity  per  pound  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(c)  pH.  Proceed  as  directed  in 
§  141a.5  (b)  of  this  chapter,  using  a  solu¬ 
tion  Containing  200  units  per  milliliter. 

§  141e.424  Bacitracin>neomycin-poIymy> 
xin  with  rasoconstrictor. 

(a)  Potency.  Prepare  the  drug  as  di¬ 
rected  in  its  labeling  and  proceed  as 
follows: 

(1)  Bacitracin  content.  Proceed  as 
directed  in  3  141e.401  (a) .  Its  content  of 
bacitracin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  units  per  milliliter  that  it  is  repre¬ 
sented  to  contain. 

(2)  Neomycin  content.  Proceed  as  di¬ 
rected  in  §  141e.4l0  (b)  (1).  Its  content 
of  neomycin  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  milligrams  per  milliliter  that  it  is  rep¬ 
resented  to  contain. 

(3)  Polymyxin  B  content.  Proceed  as 
directed  in  §  141b.ll2  (b)  (1)  of  this 
chapter,  except  that: 

(i)  Calculate  from  the  quantity  of 
neomycin  found  (using  the  method  pre¬ 
scribed  in  subparagraph  (2)  of  this  par¬ 
agraph)  (the  quantity  of  ne<miyein  that 
would  be  present  when  the  sample  is 
diluted  to  contain  10  units  of  polymirxin 
B  (labeled  potency)  per  milliliter.  Pre- 


Percent  rtTvc— ethylenedlamlne-tetraacetlc  acid  (sample)  XlOO 
~  Weight  of  samples  in  mlUigrams  (on  anhydrous  basis) 


§  141e.419  Bacitracin-ncomycin-polymy- 
xin  troches;  zinc  bacitracin-neomy. 
cin-polymyxin  troches. 


§  141e.421  Bacitracin-neomycin-polymy. 
xin  tablets. 
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pare  the  polymsrxin  standard  curve  by 
adding  thig  calculated  quantity  of  neo* 
mycin  to  each  concentration  of  poly¬ 
myxin  used  for  the  curve.  Use  this 
standard  curve  to  calculate  the  TOly- 
mvTln  content  of  the  sample.  ^ 

(ii)  If  the  sample  contains  sodium 
ethylmercurithiosalicylate,  incorporate 
0.03  percent  thiogly colic  acid  in  the  seed 
layer  Just  before  preparing  the  plates. 

(iii)  Its  content  of  polymyxin  B  is 
satisfactory  if  it  contains  not  less  than 
85  percent  of  the  number  of  units  per 
milliliter  that  it  is  represented  to 
(xmtain. 

(b)  Moisture  (dry  components  of  the 
drug) .  Proceed  as  directed  in  §  141a.5. 
(a)  of  this  chapter, 

§  141e.425  Bacitracin  powder. 

(a)  Potency.  Proceed  as  directed  in 

§  141e.401  (a)  (1),  except  in  lieu  of  the 
directions  for  preparing  the  sample  in 
S  141e.401  (a)  (1)  (il) ,  prepare  the 

sample  as  follows:  Place  an  accurately 
weighed  sample  of  approximately  1  to  5 
grams  in  a  100-milliliter  volumetric  flask, 
dissolve  in  1  percent  phosphate  buffer, 
and  dilute  to  100  milliliters  with  1  per¬ 
cent  phosphate  buffer.  Dilute  a  suitable 
aliquot  with  1-percent  phosphate  buffer 
to  a  concentration  of  1  unit  per  millili¬ 
ter  (estimated) .  Its  potency  is  satisfac¬ 
tory  if  it  contains  not  less  than  85  per¬ 
cent  of  the  number  of  units  of  bacitracin 
per  pound  that  it  is  represented  to 
contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.5  (a)  of  this  chapter. 

§  141e.426  Tablets  bacitracin  methylene 
disalicylate  and  streptomycin  sulfate 
oral  veterinary. 

(a)  Potency — (1)  Bacitracin  content. 
Use  5  flnely  powdered  tablets  and  pro¬ 
ceed  as  directed  in  5 141e.417(a)  (1). 
Its  bacitracin  activity  is  satisfactory  if 
it  is  not  less  than  85  percent  of  that 
which  it  is  represented  to  contain. 

(2)  Streptomycin  content.  Proceed  as 
directed  in  §  141b.l09  (a)  (1)  of  this 
chapter.  Its  streptomycin  activity  is  sat¬ 
isfactory  if  it  is  not  less  than  85  percent 
of  that  which  it  is  represented  to  con¬ 
tain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter. 

(c)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c)  of  this  chapter. 

§  141e.427  Feed  grade  bacitracin  pow¬ 
der  oral  veterinary  (crude  bacitracin 
powder  oral  veterinary,  unrefined 
bacitracin  powder  oral  veterinary) ; 
feed  grade  zinc  bacitracin  powder 
oral  veterinary  (crude  zinc  bacitracin 
powder  oral  veterinary,  unrefined 
zinc  bacitracin  powder  oral  veteri¬ 
nary). 

(a)  Feed  grade  bacitracin  or  zinc 
bacitracin  powder  oral  veterinary — (1) 
Potency.  Proceed  as  directed  in 
§  141e.425(a),  except  if  it  is  feed  grade 
zinc  bacitracin  powder  oral  veterinary 
proceed  as  directed  in  §  141e.418(a). 
Their  potency  Is  satisfactory  if  they  con¬ 
tain  not  less  than  85  percent  of  the 
number  of  grams  of  bacitracin  or  zinc 
bacitracin  per  pound  that  they  are  rep¬ 
resented  to  contain. 


(2)  Moisture.  Proceed  as  directed  in 
§  141a.5  (a)  of  this  chapter, 

(b)  Bacitracin  or  zinc  bacitracin  used 
in  making  the  batch — (1)  Potency. 
Proceed  as  directed  in  fi  141e.401  (a) , 
except  if  it  is  zinc  bacitracin  proceed  as 
directed  in  8  141e.418  (a) . 

(2)  Zinc  content  (if  zinc  bacitracin  is 
used) .  Proceed  as  directed  in  §  141e.418 
(e). 

(3)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

§  141e.428  Capsules  bacitracin  methyl¬ 
ene  di  salicylate  and  streptomycin 
sulfate  oral  veterinary. 

(a)  Potency — (1)  Bacitracin  content. 
Using  a  representative  number  of  cap¬ 
sules  (usually  flve)  in  a  blending  jar, 
proceed  as  directed  in  §  141e.417(a)  (1). 
Its  bacitracin  content  is  satisfactory  if 
it  contains  not  less  than  85  percent  of 
that  which  it  is  represented  to  contain. 

(2)  Streptomycin  content.  Using  the 
contents  of  a  representative  number  of 
capsules  (usually  six),  proceed  as  di¬ 
rected  in  §  141b.l01  (a)  to  (1) ,  inclusive, 
of  this  chapter,  and  use  0.1  M  potassium 
phosphate  buffer,  pH  8.0,  for  preparing 
the  sample  instead  of  sterile  distilled 
water  as  directed  in  8  141b.l01  (e) .  Its 
content  of  streptomycin  is  satisfactory 
if  it  contains  not  less  than  85  percent 
of  that  which  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5  (a)  of  this  chapter. 

§  14le.429  Bacitracin-neomycin  in  oil 
veterinary. 

(a)  Potency — (1)  Bacitracin  content. 
Proceed  as  directed  in  §  141e.402 (a).  Its 
content  of  bacitracin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  per  milliliter  that  it  is 
represented  to  contain. 

(2)  Neomycin  content.  Prepare  the 
sample  as  directed  in  8  141a.8  (a)  of  this 
chapter,  except  in  lieu  of  1  percent 
potassium  phosphate  buffer  use  0.10  M 
potassium  phosphate  buffer  (pH  7.8-8.0) 
and  proceed  as  directed  in  8  141e.410  (b) 
(1).  Its  content  of  neomycin  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  milligrams  that 
it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
§  141a.8  (b)  of  this  chapter. 

§  141e.430  Bacitracin-neomycin-poly¬ 
myxin  powder  topical;  zinc  baci¬ 
tracin-neomycin-polymyxin  powder 
topical. 


(iv)  Polymyxin  B  content.  Proceed  as 
directed  in  8  141b.ll2(b)  (1)  of  this  chap¬ 
ter.  Its  content  of  polymyxin  B  is  satis¬ 
factory  if  it  contains  not  less  than  85 
percent  of  the  number  of  units  that  it  is 
represented  to  contain. 

(2)  Powder  packaged  with  inert  gases. 
Spray,  as  directed  in  the  labeling,  the 
entire  contents  of  each  container  to  be 
tested  into  a  separate  2-liter  Erlenmeyer 
flask,  held  in  a  horizontal  position.  Add 
500  miUiliters  of  0.01  N  HCl  and  shake 
to  dissolve  the  contents.  Immediately 
remove  aliquots  of  this  solution  and, 
using  the  appropriate  buffer  solutions 
to  make  further  dilutions,  proceed  as 
directed  in  subparagraph  (1)  of  this 
paragraph.  Calculate  the  average  total 
amount  of  each  antibiotic  expelled  from 
the  containers.  The  total  potency  is 
satisfeu:tory  if  it  contains  not  less  than 
85  percent  of  the  number  of  imits  of  zinc 
bacitracin  and  polsrmyxin  and  not  less 
than  85  percent  of  the  number  of  milli¬ 
grams  of  neomycin  that  it  is  represented 
to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  of  this  chapter,  except  if  it 
is  packaged  with  inert  gases  proceed  as 
directed  in  8  141a.7(c)  of  this  chapter, 
but  in  lieu  of  the  direction  for  preparing 
the  sample  in  §  141a.7(c)  (3) ,  prepare  the 
sample  and  calculate  as  follows:  Freeze 
the  container  by  placing  in  a  suitable 
sharp  freezing  unit  having  a  tempera¬ 
ture  not  higher  than  —^0®  C.  After 
freezing,  open  the  container  and  remove 
a  representative  10-milliliter  aliquot. 
Place  in  a  Karl  Fischer  vessel  (contain¬ 
ing  about  15  milliliters  of  neutralized 
water  in  methyl  alcohol  reagent  and  5 
milliliters  of  excess  Karl  Fischer  re¬ 
agent)  .  Allow  to  warm  to  at  least  10*  C. 
and  titrate  to  the  endpoint. 

iV  —V  )  ve 
Percent  moisture  =  — - . 

100 

(cX  Microorganism  count — (1)  Cul¬ 
ture  media,  (i)  Prepare  nutrient  agar 
as  described  in  8  141a.l  (b)  (1)  of  this 
chapter,  for  the  test  for  bacteria. 

(ii)  For  the  test  for  molds  and  yeasts, 
use  ingredients  that  conform  to  the 
standards  prescribed  by  the  U.  S.  P.  or 
N.  F.,  and  prepare  Sabouraud’s  dextrose 
agar  as  follows: 

Dextrose  _ _ _ _ _ _ _ _  40  grams. 

Peptone  - 10  grams. 

Agar  - 15  grams. 

Distilled  water,  q.  s _  1,000  milligrams. 

pH  6.6  to  5.7  after  sterilization. 


(a)  Potency — (1)  Dry  powder — (i) 
Bacitracin  content.  Proceed  as  directed^ 
in  §  141e.401(a).  Its  content  of  bad-' 
tracin  is  satisfactory  if  it  contains  not 
less  than  85  percent  of  the  number  of 
units  that  it  is,  represented  to  contain. 

(ii)  Zinc  bacitracin  content.  Proceed 
as  directed  in  8  141e.418(a) .  Its  content 
of  zinc  bsicitracin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  units  that  it  is  represented  to 
contain. 

(iii)  Neomycin  content.  Proceed  as 
directed  in*  8  141e.410(b)  (1).  Its  con¬ 
tent  of  neomycin  is  satisfactory  if  it 
contains  not  less  than  85  percent  of  the 
number  of  milligrams  that  it  is  repre¬ 
sented  to  contain. 


In  lieu  of  preparing  the  media  from  the 
individual  ingredients  as  described,  a 
dehydrated  mixture  may  be  used  that, 
when  reconstituted  with  distilled  water, 
has  the  same  composition  as  such  media. 
Minor  modifications  of  the  individual  in¬ 
gredients  specified  in  this  subdivision  are 
permissible  if  the  resulting  medium 
possesses  growth-promoting  properties 
at  least  equal  to  the  medium  described. 

(2)  Conduct  of  test  for  bacteria — (i) 
Dry  powder.  Weigh  each  of  flve  imme¬ 
diate  containers.  Transfer  aseptically 
an  aliquot  (approximately  1.0  gram) 
from  each  of  the  weighed  containers  to 
each  of  five  sterile  flasks  containing  200 
milliliters  of  sterile  distilled  water.  Re¬ 
weigh  the  containers  to  determine  the 
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weight  of  the  sample  taken.  Shake  the 
flasks  thoroughly  to  dissolve  the  powder. 
Filter  the  solution  from  three  of  the 
flasks  through  each  of  three  sterile  mem¬ 
brane  bacteriological  hydrosol  assay  fil¬ 
ters  having  4  porosity  of  0.45^  and  a  di¬ 
ameter  of  approximately  47  millimeters. 
Rinse  each  fUter  three  times  by  passing 
100  milliliters  of  sterile  distilled  water 
through  the  31ter  for  each  rinsing  to 
remove  traces  of  antibiotic.  .After  wash¬ 
ing.  place  the  filter  pads  (filtering  side 
up)  on  the  surface  of  each  of  three  agar 
plates  containing  nutrient  agar  as  de¬ 
scribed  in  subparagraph  (1)  (i)  of  this 
paragraph.  Incubate  the  plates  for  5 
days  at  32°  C.  Coimt  the  niunber  of 
colonies  appearing  on  each  filter  pad  and 
calculate  therefrom  the  number  of  viable 
microorganisms  per  gram  of  powder. 

(ii)  Powder  packaged  with  inert  gases. 
Thoroughly  cleanse  the  valve  of  each 
container  to  be  tested  with  a  suitable 
disinfectant.  Into  each  of  five  sterile, 
empty  Erlenmeyer  flasks  stoppered  with 
a  cotton  plug,  spray  the  entire  contents 
of  five  separate  cans,  or  the  equivalent  of 
1  gram  of  powder  if  the  can  contains 
more  than  this  amoimt,  respectively,  by 
removing  the  plug  temporarily  and  using 
aseptic  technique  while  spraying.  Allow 
propellant  to  evaporate,  add  250  milli¬ 
liters  of  sterile  0.05  percent  aqueous 
sodium  thioglycolate,  and  swirl  the  flask 
to  dissolve  the  contents.  Then  proceed 
as  described  in  subparagraphs  (2)  (i) 
and  (3)  of  this  paragraph. 

(3)  Conduct  of  test  for  molds  and 
yeasts— ii)  Dry  potoder.  Proceed  as  di¬ 
rected  in  subparagraph  (2)(i)  of  this 
paragraph  (using  the  remaining  two 
fiasks),  except  use  the  agm:  medium  as 
described  in  subparagraph  (l).(ii)  of 
this  paragraph,  and  incubate  at  25°  C. 
for  5  days.  Count  the  number  of  colo¬ 
nies  appearing  on  each  filter  pad  and 
calculate  therefrom  the  number  of  vi¬ 
able  microorganisms  per  gram  of  pow¬ 
der*. 

(ii)  Powder  packaged  with  inert  gases. 
Proceed  as  directed  in  subparagraph 
(2)  (M)  of  this  paragraph,  except  use 
agar  medium  as  described  in  subpara¬ 
graph  (1)  (ii)  of  this  paragraph,  and  in¬ 
cubate  at  25°  C.  for  5  days. 

(4)  Evaluation  of  results.  The  micro¬ 
organism  count  of  the  sample  is  satis¬ 
factory  if  the  average  niunl^r  of  viable 
microorganisms  is  not  more  than  10  per 
container  or  per  gram. 

§  141e.431  Feed  grade  manganese  baci* 
tracin  powder  oral  veterinary. 

(a)  Proceed  as  directed  in  §  141e.401 
(a),  except  in  lieu  of  subparagraph 
(1)  (ii)  prepare  the  sample  as  follows: 

(1)  Place  2  grams  of  the  sample  in  a 
150-milliliter  beaker,  add  5  milliliters  of 
10  percent  HCl  and  stir  1  minute.  Check 
pH  with  test  paper.  If  pH  is  greater 
than  2  add  more  acid  until  pH  2  is 
reached.  Add  45  milliliters  of  pyridine- 
buffer  solution  (mix  9  volumes  P3n*idine 
and.  31  volumes  pH  6.0  buffer)  and  trans¬ 
fer  the  mixture  to  a  centrifuge  tube. 
Shake  well  for  5  minutes  then  centrifuge 
for  15  minutes  at  2,000  r.pjn.  Dilute  an 
aliquot  of  the  clear  solution  with  enough 
pH  6.0  buffer  to  obtain  an  estimated 
concentration  of  0.20  unit  per  milliliter. 


(2)  Prepare  the  following  dilutions  in 
0.1  MpH.  6  buffer  from  the  stock  solution 
for  the  standard  curve:  0.025,  0.05,  0.1, 
0.2,  0.4,  and  0.8  unit  per  milliliter  with 
0.2  unit  per  milliliter  as  the  reference 
concentration.  Also  add  10  milliliters 
of  agar  to  each  petri  dish  instead  of  21 
milliliters. 

Its  potency  is  satisfactory  if  it  contains 
not  less  than  85  percent  of  the  number 
of  grams  of  manganese  bacitracin  per 
pound  that  it  is  represented  to  contain. 

(b)  Moisture.  Proceed  as  directed  in 
S  141a.5(a)  of  this  chapter. 

(c)  Maganese  bacitracin  used  in  mak¬ 
ing  the  batch — (1)  Potency.  Proceed  as 
directed  in  §  141e.418(a). 

(2)  Moisture.  Proceed  as  directed  in 
§  14la.5(a)  of  this  chapter. 

(3)  Manganese  content — (i)  Reagents. 

Nitric  acid  (69.0  percent-71.0  percent) 
A.C.S.^ 

Sulfuric  acid  (95.0  percent-98  percent) 
A.C.8. 

Phosphoric  acid  (86  percent)  A.C.S. 
Potassium  periodate  (99.8  percent). 

(ii)  Manganese  standard  solution. 
Dissolve  in  a  flask  about  300  milligrams 
of  potassium  permanganate  (A.C.S.)  in 
100  milliliters  of  water  and  boil  the  solu¬ 
tion  for  a^ut  15  minutes.  Stopper  the 
flask,  allow  it  to  stand  for  at  least  2  days, 
and  filter  through  asbestos.  Standardize 
the  solution  as  follows:  Weigh  accurately 
about  20  milligrams  of  sodium  oxalate, 
previously  dried  at  110°  C.  to  constant 
weight,  and  dissolve  it  in  25  milUliters  of 
water.  Add  1  milliliter  of  sulfuric  acid, 
heat  to  about  70°  C.,  and  slowly  add  the 
permanganate  solution  froni  a  buret, 
with  constant  stirring  imtil  a  pale-pink 
color  is  produced  that  persists  for  15 
seconds.  The  temperature  at  the  con¬ 
clusion  of  the  titration  should  not  be  less 
than  60°  C.  Calculate  the  concentration 
of  the  manganese  in  the  standard.  Store 
it  in  a  glass-stoppered,  amber-colored 
bottle. 

(iii)  Procedure.  Accurately  weigh  200 
milligrams  to  300  milligrams  of  the 
sample  into  a  30-miIliliter  kjeldahl  flask. 
Add  5  milliliters  of  nitric  acid  and  2  mil¬ 
liliters  of  sulfuric  acid,  and  heat  with  a 
full  flame,  adding  nitric  acid  dropwise 
as  needed  to  prevent  charring  of  sample 
until  SOt  fumes  appear.  Cool,  dilute 
with  water,  and  boil  until  SOt  fumes  re¬ 
appear.  After  cooling,  dilute  the  sample 
to  50  milliliters.  To  a  5-milliliter  aliquot 
add  3  milliliters  of  phosphoric  acid,  3 
milliliters  of  sulfuric  acid,  0.3  gram  of 
potassium  periodate  and  water  to  a  vol¬ 
ume  of  75  milliliters.  Boil  for  5  minutes 
and  continue  heating  in  a  boiling  water 
bath  for  an  '  additional  30  minutes. 
When  cool,  dilute  the  sample  to  100  milli¬ 
liters  and  determine  the  permanganate 
color  on  a  spectrophotometer  against  a 
water  blank  at  525  millimicrons.  The 
amount  of  manganese  that  is  present  can 
be  determined  by  comparing  the  ab¬ 
sorbance  to  a  standard  curve  prepared 
by  pipetting  3.0.-,  5.0.-,  10.0-,  and  15.0- 
milliliter  aliquots  of  the  manganese 
standard  solution  into  separate  100- 
milliliter  volumetric  flasks.  Add  3.0 
milliliters  of  phosphoric  acid  and  3.0 
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milliliters  of  sulfuric  acid  to  each,  and 
dilute  to  mark.  In  a  suitable  sp^ro- 
photometer,  determine  the  absorbsmee 
of  the  solutions  at  525  milUmicrons,  us¬ 
ing  water  as  a  blank. 


PART  146— GENERAL  REGULATIONS 
FOR  THE  CERTIFICATION  OF  ANTI¬ 
BIOTIC  AND  ANTIBIOTIC-CON¬ 
TAINING  DRUGS 
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146.1  Definitions  and  Interpretations  appli¬ 

cable  to  Parts  146,  146a,  146b,  146e, 
146d.  146e,  and  147. 

146.2  Bequests  for  working  standards  and 

certification:  Information  and 
samples  required. 

146.3  Certification. 

146.4  Conditions  on  the  effectiveness  of 

certificates. 

146.6  Records  of  distribution. 

146.6  Authority  to  refuse  certification 

service. 

146.7  New  antibiotic  and  antibiotic-con¬ 

taining  drugs. 

146.8  Fees. 

146.9  Antibiotics  for  agricultural  use. 

146.10  Antibiotics  for  export. . 

146.11  Assay  requirements  for  antibiotic 

drugs  exempted  from  certification. 

146.12  Antibiotic  drugs  exempted  from  cer¬ 

tification  requirements  under  sec¬ 
tion  507  (c)  of  the  Federal  Food. 
Drug,  and  Cosmetic  Act. 

146.13  Manganese  bacitracin  medicated  ani¬ 

mal  feed. 

146.14  Antibiotic  and  antibiotic-containing 

drugs  intended  for  use  in  milk- 
producing  animals;  labeling. 

146.18  Exemptions  for  labeling. 

146.19  Exemptions  for  storage. 

146.20  Exemptions  for  processing. 

146.21  Exemptions  for  repacking. 

146.22  Exemptions  for  manufacturing  use. 

146.23  Exemptions  for  investigational  use. 

146.24  PeniclUin  powder  for  diagnostic  use; 

streptomycin  powder  for  diagnostic 
use;  dlhydrostreptomycin  powder 
for  diagnostic  iise;  chlortetracy- 
cline  hydrochloride  powder  for  di¬ 
agnostic  use;  tetracycline  hydro¬ 
chloride  powder  for  diagnostic  \ise: 
chloramphenicol  powder  for  diag¬ 
nostic  use;  bacitracin  powder  for 
diagnostic  use. 

146.25  Antibiotic  drugs  for  use  in  medicated 

animal  feed  (antibiotic  medicated 
feed  premixes';  antibiotic  medi¬ 
cated  feed  concentrates  that  must 
be  diluted  with  feed  ingredients 
before  they  are  fed). 

146.26  Animal  feed  containing  penicillin; 

animal  feed  containing  streptomy¬ 
cin;  animal  feed  containing  di¬ 
hydrostreptomycin;  animal  feed 
containing  chlortetracycline;  ani¬ 
mal  feed  containing  tetracyline; 
RTiimfti  feed  containing  bacitracin; 
animal  feed  containing  feed  grade 
zinc  bacitracin;  animal  feed  con¬ 
taining  bacitracin  methylene  di¬ 
salicylate. 

146.27  Antibiotics  for  fish  diseases. 

146.28  Antibiotics  for  bull  semen. 

146.28  Biological  drugs  that  contain  anti¬ 
biotics. 

146.30  Exemption  for  the  salts  of  antibiotie 
drugs  for  use  in  teaching,  law  en¬ 
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Autrobitt:  Ii  146.1  to  146.29  issued  under 
sec.  607,  59  8tat.  463,  as  amended;  21  UJ3.C. 
367. 

Caose  RxnotxNCx:  For  other  regulations  in 
this  chapter  concerning  antibiotio  and  anti¬ 
biotic-containing  drugs,  see.  also  f  I  3.16,  8.20, 
3.30,  3.601,  8.604,  8.607,  and  Part  121. 
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§  146.1  Dcfimtions  and  interpreUitionB 
applicable  to  Parts  146,  146a,  146b, 
146c,  I46d,  146e,  and  147. 

In  addition  to  the  definitions  and  in¬ 
terpretations  in  this  section,  the  defi¬ 
nitions  and  interpretations  contained  in 
section  201  of  the  Federal  Food.  Dmg. 
and  Cosmetic  Act  shall  be  applicable  to 
such  terms  when  'used  in  the  regulations 
covering  the  certification  of  antibiotic 
and  antibiotic-containing  drugs. 

(a)  Deflnitions  of  antibiotic  sub¬ 
stances.  (1)  Each  of  the  several  anti¬ 
biotic  substances  (e.  g.,  penicillin  P.  peni¬ 
cillin  O,  penicillin  X)  produced  by  the 
growth  of  Penicillium  notatum  or  Peni- 
cillium  chrysogenum.  and  each  of  the 
same  substances  produced  by  any  other 
means,  is  a  kind  of  penicillin. 

(2)  Each  of  the  several  antibiotic  sub¬ 
stances  produced  by  the  growth  of  Strep- 
tomyces  grlseus,  and  each  of  the  same 
substances  produced  by  any  other  means. 
Is  a  kind  of  streptomycin. 

(3)  Each  of  the  antibiotic  substances 
produced  by  hydrogenation  of  strepto¬ 
mycin.  and  each  of  the  same  substances 
produced  by  any  other  means,  is  a  kind  of 
dihydrostreptomycin. 

(4)  Each  of  the  several  antibiotic  sub¬ 
stances  produced  by  the  growth  of 
Streptomyces  aurecfaciens,  and  each  of 
the  same  substances  produced  by  any 
other  means,  is  a  kind  of  chlortetra- 
cycline. 

(5)  Each  of  the  several  antibiotic  sub¬ 
stances  produced  by  the  hydrogenation 
of  chlortetracycline,  and  each  of  the 
same  substances  produced  by  any  other 
means,  is  a  kind  of  tetracycline. 

(6)  Each  of  the  several  antibiotic  sub¬ 
stances  produced  by  the  growth  of 
Streptomyces  venezuelae,  and  each  of  the 
same  substances  produced  by  any  other 
means,  is  a  kind  of  chloramphenicoL 

(7)  Each  of  the  several  antibiotic  sub¬ 
stances  produced  by  the  growth  of  Bacil¬ 
lus  subtilis  var.  Tracy,  and  each  of  the 
same  substances  produced  by  any  other 
means,  is  a  kind  of  bacitracin. 

(b)  Definitions  of  master  standards. 

(1)  The  term  “penicillin  O  master 
standard”  means  a  specific  lot  of  crystal¬ 
line  sodium  p»iicillin  Q  (sodiiun  penicil¬ 
lin  n)  'ttiat  is  designated  by  the 
Commissioner  as  the  standard  of  com¬ 
parison  in  determining  the  potency  of 
the  penicillin  Q  working  standards. 
The  term  “penicillin  O  master  standard” 
means  a  specific  lot  of  crystalline  potas¬ 
sium  penicillin  O  standardized  by  the 
penicillin  Q  master  standard  and  which 
is  designated  by  the  Commissioner  as  the 
standard  of  comparison  in  determining 
the  penicillin  O  content  of  the  penicillin 
O  working  standard.  The  term  “penicil¬ 
lin  V  master  standard”  means  a  specific 
lot  of  crystalline  penicillin  V  that  is 
designated  by  the  Commissioner  as  the 
standard  of  comparison  in  determining 
the  potency  of  the  penicillin  V  woiidng 
standard.  The  term  “L-a-phenoxyethyl, 
penicillin  potassium  master  standard” 
means  a  specific  lot  of  L-«-phenoxyethyl, 
penicillin  potassium  that  is  designated  by 
the  Commissioner  as  the  standard  of 
comparison  in  determining  the  potency 
of  the  L-a-phenox3^thyl.  penicillin  po¬ 
tassium  working  standard.  The  term 
“D-a-phenoxyethyl,  penicillin  potassium 


master  standard”  means  a  specific  lot  of 
D-a-phenoxyethyl.  penicillin  p>otassium 
that  is  designated  by  the  Commissioner 
as  the  standard  of  comparison  in  deter¬ 
mining  the  potency  of  the  D-a-phenoxy- 
ethyl,  penicillin  potassium  working 
standard.  The  term  “methicillin  sodium 
master  standard”  means  a  specific  lot  of 
methicillin  sodium  that  is  designated  by 
the  Commissioner  as  the  standard  of 
compcu-isen  in  determining  the  potency 
of  the  methicillin  sodium  working  stand¬ 
ard.  The  term  “sodium  oxacillin  master 
standard”  means  a  specific  lot  of  sodium 
oxacillin  that  is  designated  by  the  Com¬ 
missioner  as  the  standard  of  comparison 
in  determining  the  potency  of  the  so¬ 
dium  oxacillin  working  standard. 

(2)  The  term  “streptomycin  master 
standard”  means  a  specific  lot  of  crystal¬ 
line  trihydrochloride  calcium  chloride 
salt  of  streptomycin  that  is  designated  by 
the  Commissioner  as  the  standard  of 
comparison  in  determining  the  potency 
of  the  streptomycin  working  standard. 

(3)  The  term  “dihydrostreptomycin 
master  standard”  means  a  specific  lot  of 
crystalline  dihydrostreptomycin  sulfate 
that  is  designated  by  the  Commissioner 
as  the  standard  of  comparison  in  deter¬ 
mining  the  potency  of  the  dihydrostrep 
tomycin  working  standard. 

(4)  The  term  “chlortetracycline  mcus- 
ter  standard”  means  a  specific  lot  of 
(nystalllne  chlortetcycline  hydrochloride 
that  is  designated  by  the  Commissioner 
as  the  standard  of  comparison  in  deter¬ 
mining  the  potency  of  the  chlortetracy¬ 
cline  working  standard. 

(5)  The  term  “demethylchlortetracy- 
cline  master  standard”  means  a  specific 
lot  of  crystalline  6-demethylchlortetra- 
cycline  hydrochloride  that  is  designated 
by  the  Commissioner  as  the  standard  of 
comparison  in  determining  the  potency 
of  the  6-demethylchlortetracycline  work¬ 
ing  standard. 

(6)  The  term  “tetracycline  master 
standard”  means  a  specific  lot  of  crystal¬ 
line  tetracycline  hydrochloride  that  is 
designated  by  the  Commissioner  as  the 
standard  of  comparison  in  determining 
the  potency  of  the  tetracycline  working 
standard. 

(7)  The  term  “rolitetracycline  master 
standard”  means  a  specific  lot  of  crystal¬ 
line  rolitetracycline  that  is  designated 
by  the  Commissioner  as  the  standard  of 
comparison  in  determining  the.  potency 
of  the  rolitetracycline  working  standard. 

(8)  The  term  “chloramphenicol  mas¬ 
ter  standard”  means  a  specific  lot  of 
crystalline  chloramphenicol  that  is  des¬ 
ignated  by  the  Commissioner  as  the 
standard  of  comparison  in  determining 
the  potency  of  the  chloramphenicol 
working  standard. 

(9)  The  term  “bacitracin  master 
standard”  means  a  specific  lot  of  baci¬ 
tracin  that  is  designated  by  the  Commis¬ 
sioner  as  the  standard  of  comparison 
in  determining  the  potency  of  the  baci¬ 
tracin  working  standard. 

(c)  Definitions  of  the  terms  "uniV* 
and  **microgram“  as  applied  to  antibiotic 
substances.  (1)  (i)  The  term  “unit” 
applied  to  penicillin  means  a  penicillin 
activity  contained  in  0.6  microgram  of 
the  penicillin  O  master  standard,  except 


that  the  term  “unit”  applied  to  penicillin 
V  means  a  penicillin  activity  contained  in 
0.59  microgram  of  the  penicillin  V  mas¬ 
ter  standard.  The  term  “unit”  applied  to 
phenethicillin  potassium  means  a  peni¬ 
cillin  activity  contained  in  0.68  micro¬ 
gram  of  the  D-  or  L-a-phenoxyethyl, 
penicillin  potassium  master  standard  or 
in  O.fil  microgram  of  the  free  acid,  the 
latter  value  being  used  as  a  basis  of  con¬ 
version  from  units  to  the  metric  system. 

The  term  “penicillin  potency”  means  the 
number  of  such  units  in  a  specified  quan¬ 
tity  of  a  substance. 

(ii)  The  term  “unit”  applied  to  baci¬ 
tracin  means  a  bacitracin  activity  con¬ 
tained  in  23.8  micrograms  of  the 
bacitracin  master  standard  after  it  is 
dried  for  3  hours  at  60°  C.  and  a  pressure 
of  5  millimeters  or  less;  the  term  “baci¬ 
tracin  potency”  means  the  number  of 
such  units  in  a  specified  quantity  of  a 
substance. 

(2)  (i)  The  term  “microgram”  applied 
to  streptomycin  means  the  streptomycin 
activity  (potency)  contained  in  1.38  mi¬ 
crograms  of  the  streptomycin  master 
standard  after  it  is  dried  for  4  hom^  at 
56°  C.  and  a  pressure  of  50  microns  or 
less. 

(ii)  The  term  “microg^am”  applied  to 
dihydrostreptomycin  -means  the  dihy¬ 
drostreptomycin  activity  (potency)  con¬ 
tained  in  1.25  micrograms  of  the  dihydro¬ 
streptomycin  master  standard  after  it  is 
dried  for  4  hours  at  100°  C.  and  a  pressure 
of  50  microns  or  less. 

(iii)  The  term  “microgram”  applied  to 
chlortetracycline  means  the  chlortetra¬ 
cycline  activity  (potency)  contained  in 
1.0  microgram  of  the  chlortetracycline 
master  standard. 

(iv)  The  term  “microgram”  applied  to 
6-demethylchlortetracycline  means  the 
6-demethylchlortetracycline  activity 
(potency)  contained  in  1.0  microgram  of 
6-demethylchlortetracycline  master 
standard. 

(V)  The  term  “microgram”  applied  to 
tetracycline  means  the  tetracycline 
activity  (potency)  contained  in  1.0 
microgram  of  tetracycline  master  stand¬ 
ard. 

(Vi)  The  term  “microgram”  applied  to 
rolitetracycline  means  the  rolitetrtu;y- 
cline  activity  (potency)  contained  in  1.0 
microgram  of  the  rolitetracycline  master 
standard. 

(vii)  The  term  “microgram”  applied 
to  chloramphenicol  means  the  chloram¬ 
phenicol  activity  (potency)  contained  in 
1.0  microgram  of  the  chloramphenicol 
master  standard. 

(viil)  The  term  “microgram”  applied 
to  methicillin  means  the  methicillin  ac¬ 
tivity  (potency)  contained  in  1.105  mi¬ 
crograms  of  the  methicillin  master 
standard. 

(ix)  The  term  “microgram”  applied 
to  oxacillin  means  the  oxacillin  activity 
(potency)  contained  in  1.0996  micro¬ 
grams  of  the  sodium  oxacillin  master 
standard. 

(d)  Definitions  of  toorkino  standards. 

(1)  (i)  The  term  “penicillin  Q  working  / 
standard”  means  a  specific  lot  of  a  homo¬ 
geneous  preparation  of  one  or  more  salts 
of  penicillin. 

(ii)  The  term  “penicillin  O  working 
standard”  means  a  specific  lot  of  a  homo- 
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geneous  preparation  of  potassium  peni¬ 
cillin  O. 

(iii)  The  term  ‘^penicillin  V  working 
standard”  means  a  specific  lot  of  a  homo¬ 
geneous  preparation  of  penicillin. 

(iv)  The  term  “L-o-phenoxyethyl, 
penicillin  potassimn  working  standard” 
means  a  specific  lot  a  homogeneous 
preparation  of  L-a-phenoxyethyl,  peni¬ 
cillin  potassium.  The  term  ”D-o-phe- 
noxyethyl.  penicillin  potassium  working 
standard”  means  a  specific  lot  of  a  homo¬ 
geneous  preparation  of  D-a-phenoxy- 
ethyl  penicillin  potassium. 

(V)  The  term  “methicilUn  working 
standard”  means  a  specific  lot  of  a  ho¬ 
mogeneous  preparation  of  methicillin. 

(vi)  The  term  “sodium  oxacillin  work¬ 
ing  standard”  means  a  specific  lot  of  a 
homogeneous  preparation  of  sodium 
oxacillin. 

(2)  [Reserved] 

(3)  [Reserved] 

(4)  The  term  “streptomycin  working 
standard”  means  a  specific  lot  of  a  ho¬ 
mogeneous  preparation  of  one  or  more 
streptomycin  salts. 

(5)  The  term  “dihydrostreptomycin 
working  standard”  means  a  specific  lot 
of  a  homogeneous  preparation  of  one  or 
more  dihydrostreptomycin  salts. 

(6)  The  term  “chlortetracycline  work¬ 
ing  standard”  means  a  specific  lot  of  a 
homogeneous  preparation  of  one  or  more 
chlortetracycline  salts. 

(7)  The  term  “demethylchlortetra- 
cycline  working  standard”  mesins  a  spe¬ 
cific  lot  of  a  homogeneous  preparation  of 
one  or  more  6-demethylchlortetracycllne 
salts. 

(8)  The  term  “tetracycline  working 
standard”  means  a  specific  lot  of  a 
homogeneous  preparation  of  one  or  more 
tetracycline  salts. 

(9)  The  term  “rolitetracycline  work¬ 
ing  standard”  means  a  specific  lot  of  a 
homogeneous  preparation  of  one  or  more 
rolitetracycline  salts. 

(10)  The  term  “chloramphenicol 
working  standard”  means  a  specific  lot 
of  a  homogeneous  preparation  of  one 
or  more  chloramphenicols. 

(11)  The  term  “bacitracin  working 
standard”  means  a  specific  lot  of  a 
homogeneous  preparation  of  one  or  more 
bacitracins. 

The  potency  or  purity  of  each  prepara¬ 
tion  has  been  determined  by  comparison 
with  its  master  standard,  and  each  has 
been  designated  by  .the  Commissioner  as 
working  standards  for  use  in  determining 
the  potency  or  purity  of  antibiotic  sub¬ 
stances  subject  to  the  regulations  in  this 
chapter. 

(e)  Miscellaneous  definitions.  (1)  The 
term  “batch”  means  a  specific  homo¬ 
geneous  quantity  of  a  drug. 

(2)  The  term  “batch  mark”  means  an 
identifying  mark  or  other  identifying  de¬ 
vice  assigned  to  a  batch  by  the  manu¬ 
facturer  or  packer  thereof. 

(3)  The  term  “Commissioner”  means 
the  Commissioner  of  Food  and  Drugs  and 
any  other  officer  of  the  Food  and  Drug 
Administration  whom  he  may  designate 
to  act  in  his  behalf  for  the  purpose  of  the 
regulations  for  the  certification  of  anti¬ 
biotic  and  antibiotic-containing  drugs. 

(4)  The  term  “U.  S.  P.”  means  the  offi¬ 
cial  Pharmacopeia  of  the  United  States, 


including  supplements  thereto.  The 
term  “N.  P.”  means  the  official  National 
Formulary,  including  supplements 
thereto. 

(5)  The  term  “manufacture”  does  not 
include  the  use  of  a  drug  as  an  ingredi¬ 
ent  in  compounding  any  prescription  is¬ 
sued  by  a  practitioner  licensed  by  law  to 
administer  such  drug. 

(f )  All  statements,  samples,  and  other 
information  and  materials  submitted  in 
connection  with  a  request  for  certifica¬ 
tion  shall  be  considered  to  be  part  of  such 
request. 

(g)  Except  as  specifically  provided  by 
regulations  in  Parts  146, 146a,  146b,  146c, 
146d,  146e,  and  147  of  this  chapter,  no 
provision  of  any  regulation  in  such  parts 
shall  be  construed  as  exempting  any 
drug  from  any  applicable  provision  of 
the  act  or  any  regulation  thereunder. 

(h)  The  regulations  in  Parts  141a, 
141b,  141c,  141d,  141e,  and  147  of  this 
chapter,  prescribing  tests  and  methods  of 
assay,  shall  not  be  construed  as  prevent¬ 
ing  the  Commissioner  from  using  any 
other  test  or  method  of  assay  in  his 
investigations  to  determine  whether  or 
not: 

(1)  A  request  for  certification  con¬ 
tains  any  untrue  statement  of  a  mate¬ 
rial  fact;  or 

(2)  A  certification  has  been  obtained 
through  fraud,  or  through  misrepre¬ 
sentation  or  concealment  of  a  material 
fact. 

(i)  Wherever  the  potency  of  an  anti¬ 
biotic  drug  included  in  the  regulations 
in  this  chapter  is  expressed  in  terms  of 
weight,  such  potency  shall  be  equivalent 
to  that  contained  in  the  same  weight 
of  the  master  standard  of  the  drug. 

(j)  At  the  option  of  the  person  hav¬ 
ing  control  of  records  required  to  be  kept 
by  any  section  in  this  part,  photostatic 
or  other  permanent  reproductions  may 
be  substituted  for  such  records  after  the 
first  2  years  of  the  holding  period. 

(k)  [Reserved.] 

(l)  Penicillin  and  penicillin-containing 
drugs  intended  for  treatment  or  pre¬ 
vention  of  mastitis  in  dairy  animals  by 
intramammary  infusion;  dosage  limita¬ 
tion.  Whenever  the  labeling  of  a  peni¬ 
cillin  or  penicillin-containing  drug  in¬ 
cluded  in  the  regulations  in  this  chapter 
suggests  or  recommends  its  use  in  the 
prevention  or  treatment  of  mastitis  in 
dairy  animals  by  intramammary  infu¬ 
sion.  the  penicillin  content  of  each  single 
dose  shall  not  exceed  100,000  \mits  when 
used  as  directed  in  such  labeling. 

(m)  The  expiration  date  prescribed 
for  a  drug  by  the  regulations  in  this 
chapter  may  be  omitted  from  the  label 
of  the  immediate  container  if  such  con¬ 
tainer  contains  a  single  dose  and  it  is 
packaged  in  an  individual  wrapper  or 
container  that  bears  the  date  prescribed. 

§  146.2  Requests  for  working  standards 
and  certification;  information  and 
samples  required.  * 

(a)  A  request  for  certification  of  a 
batch  shall  be  addressed  to  the  Com¬ 
missioner  and  shall  be  in  a  form  speci¬ 
fied  by  him.  A  request  from  a  foreign 
manufacturer  shall  be  signed  by  such 
manufacturer  and  by  an  agent  of  such 
manufacturer  who  resides  in  the  United 
States. 


(b)  The  initial  request  for  certification 
of  a  batch  of  any  drug  submitted  by  any 
person  shall  be  preceded  or  accompanied 
by  a  full  statement  of  the  facilities  and 
controls  used  to  maintain  the  identity, 
strength,  quality,  and  purity  of  each 
batch,  including  a  description  of  (1)  the 
methods  and  processes  used  in  the  manu¬ 
facture  of  the  drug;  (2)  the  tests  and 
assays  of  the  drug  made  during  the 
manufacture  of  the  batch  and  after  it  is 
packaged;  and  (3)  the  laboratory  facili¬ 
ties  used'in  such  controls.  Such  initial 
request  shall  also  be  preceded  or  accom¬ 
panied  by  the  key  of  the  batch  marks 
used  by  such  person  and  by  specimens  of 
all  labeling  (including  specimens  of  all 
brochures  and  other  printed  matter  ex¬ 
cept  readily  available  medical  publica¬ 
tions,  referred  to  in  such  labeling)  to  be 
used  for  such  drug.  When  any  change 
is  made  in  any  such  facility  or  control, 
or  in  any  such  key  or  labeling,  such 
person  shall  promptly  submit  to  the 
Commissioner  a  full  statement  of  such 
change  or.  in  the  case  of  changed  label¬ 
ing.  specimens  showing  all  such  changes. 

(c)  Each  sample  submitted  pursuant 
to  the  regulations  in  this  chapter  shall 
be  addressed  to  the  Commissioner.  Its 
package  shall  be  clearly  identified  as  to 
its  contents  and  shall  bear  the  name  and 
post-office  address  of  the  person  submit¬ 
ting  it. 

(d)  In  addition  to  the  information  and 
samples  specifically  required  to  be  sub¬ 
mitted  to  the  Commissioner  by  the  reg¬ 
ulations  in  this  chapter,  the  person  who 
requests  certification  of  a  fcAtch  shall 
submit  such  further  infonsiation  and 
samples  as  the  Conunissioner  may  require 
for  the  purpose  of  investigations  to  de¬ 
termine  whether  or  not  such  batch  com¬ 
plies  with  the  requirements  of  §  146.3 
for  the  issuance  of  a  certificate. 

(e)  Upon  the  request  of  any  person, 
stating  reasonable  grounds  therefor,  the 
Commissioner  shall  furnish  such  person 
with  a  portion  of  the  working  standards. 

§  146.3  Certification. 

(a)  If  it  ai^ars  to  the  Commissioner, 
after  such  investigation  as  he  considers 
necessary,  that: 

(1)  The  information  (including  re¬ 
sults  of  tests  and  assays)  and  samples 
required  by  or  pursuant  to  the  regula¬ 
tions  in  this  chapter  have  been  sub¬ 
mitted,  and  the  request  for  certification 
contains  no  imtrue  statement  of  a  ma¬ 
terial  fact;  and 

(2)  The  batch  complies  with  the  reg¬ 
ulations  in  this  chapter  and  conforms  to 
the  applicable  standards  of  Identity, 
strength,  quality,  and  purity  prescribed 
by  the  regulations  in  this  chapter; 

the  Commissioner  shall  certify  that  such 
batch  is  safe  and  efficacious  for  use.  sub¬ 
ject  to  such  conditions  on  the  efiective- 
ness  of  certificates  as  are  prescribed  by 
§  146.4;  and  shall  issue  to  the  person  who 
requested  it  a  certificate  to  that  effect. 

(b)  If  the  Commissioner  determines, 
after  such  Investigation  as  he  considers 
to  be  necessary,  that  Jthe  information 
submitted  pursuant  to  the  regulations  In 
this  chapt^,  or  the  batch  covered  by 
such  request,  does  not  comply  with  the 
requirements  set  forth  in  paragraph  (a) 
of  this  section  for  the  issuance  of  a  cer- 
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the  Commissioner  shall  rdtuse  to 
certtf  j  Boch  batch  and  shall  give  notice 
thereof  to  the  person  who  rec.uested  cer- 
tlfleation.  stating  his  reasonf  for  refusaL 

(e)  Compliance  of  a  drjg  with  the 
standards  of  identity,  strrngth.  Quality, 
and  purity  prescribed  by  regulations  bi 
this  chapter  shall  be  determined  by  the 
tests  and  methods  of  assay  prescribed 
for  such  drug  by  regulations  in  Parts 
141a  to  141e  and  S  147.2  of  this  chapter. 

§  146.4  Conditions  on  the  effectiveness 
of  certificates. 

<a)  A  certificate  shall  not  become 
effective: 

(1)  If  it  is  obtained  through  fraud  or 
through  misrepresentation  or  conceal¬ 
ment  of  a  material  fact; 

(2)  With  respect  to  any  package  im- 
less  it  ccunplies  with  the  packaging  re¬ 
quirements,  if  any.  prescril^d  by  the  reg¬ 
ulations  in  this  chapter  which  were  in 
effect  on  the  date  of  the  certificate; 

(3)  With  respect  to  any  package  un¬ 
less  its  label  and  labeling  bear  all  words, 
statements,  and  other  information  re¬ 
quired  by  the  regiilations  in  this  chap¬ 
ter;  or 

(4)  With  respect  to  any  package  of  a 
certifiable  antibiotic  drug  subject  to  the 
regulations  in  this  chapter,  when  it  is 
included  in  a  packaged  combination  with 
another  drug,  imless  such  other  drug 
complies  with  the  requirements  of  the 
regulations  in  this  chapter. 

(b)  A  certificate  shall  cease  to  be  effec¬ 
tive: 

(1)  With  respect  to  any  immediate 
container  ftfter  the  expiration  date,  if 
any.  prescribed  by  the  regulations  in  this 
chapter; 

(2)  With  respect  to  any  immediate 
container  when  it  or  its  seal  (if  the  regu¬ 
lations  in  this  chapter  require  it  to  be 
sealed)  is  broken,  or  when  its  label  or 
labeling  is  altered,  mutilated,  destroyed, 
obliterated,  or  removed  in  whole  or  in 
part,  or  ceases  to  conform  to  any  labeling 
requirement  prescribed  by  the  regula¬ 
tions  in  this  chapter,  except  that : 

(i)  If  the  drug  in  such  container  is  re¬ 
packed  or  used  as  an  ingredient  in  the 
manufactiu'e  of  another  drug,  and  certi¬ 
fication  of  the  batch  thus  made  is  re¬ 
quested.  such  certificate  shall  continue 
to  be  effective  for  a  reasonable  time  to 
permit  certification  .or  destruction  of 
such  batch; 

(ii)  If  the  drug  is  in  a  container  pack¬ 
aged  for  dispensing  and  is  used  in  com¬ 
pounding  a  prescription  issued  by  a 
practitioner  licensed  by  law  to  admin¬ 
ister  such  drug,  such  certificate  shall 
contiuue  to  be  effective  for  a  reasonable 
time  to  permit  the  delivery  of  the  drug 
compounded  on  such  prescription;  or 

(iii)  If  Its  label  or  labeling  is  removed 
in  whole  or  in  part  for  the  purpose  of 
relabeling  and  supplemental  certifica¬ 
tion  of  the  relabeled  drug  is  requested, 
as  provided  by  §  146  18. 

(3)  With  respect  to  any  Immediate 
container  of  p^cillin  when  it  is  in¬ 
cluded  In  the  packaged  combination 
penicillin  with  aluminiun  hydroxide  gel 
or  penicillin*  with  a  vasoconstrictor,  or 
to  any  immediate  container  of  bacitracin 
when  it  is  Included  in  the  packaged  com¬ 
bination  bacitracin  with  a  vasoconstric¬ 
tor,  except  that  when  certification  of  the 


batch  so  included  is  requested,  such  cer¬ 
tificate  shall  continue  to  be  effective  for 
a  reasonable  time  to  permit  certification 
of  such  batch  which  is  part  of  such  com¬ 
bination; 

(4)  With  respect  to  any  package  when 
the  drug  therein  fails  to  meet  the  stand¬ 
ards  of  identity,  strength,  quality,  and 
purity  which  were  in  effect  on  the  date  of 
the  certificate;  except  that  those  minor 
changes  which  occur  before  the  expira¬ 
tion  date  and  which  are  normstl  and  un¬ 
avoidable  in  good  storage  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(5)  With  respect  to  any  psuskage  of  a 
certifiable  antibiotic  drug  subject  to  the 
regulations  in  this  chapter,  included  in 
a  packaged  combination  with  another 
drug,  when  such  other  drug  fails  to  meet 
the  requirements  of.  the  regulations  in 
this  chapter;  or 

(6)  With  respect  to  any  immediate 
container,  if  such  regulations  require 
its  labeling  to  bear  a  caution  against 
dispensing  otherwise  than  on  prescrip¬ 
tion.  at  the  beginning  of  the  act  of 
dispensing  or  offering  to  dispense  it 
otherwise  than: 

(i)  By  a  practitioner  licensed  by  law 
to  administer  such  drug;  or 

(ii)  On  his  prescription  issued  in  his 
professional  practice. 

§  146.5  Records  of  distribution. 

(a)  The  person  who  requested  certifi¬ 
cation  shaU  keep  complete  records  show¬ 
ing  each  shipment  and  other  delivery 
(including  exports)  of  each  certified 
batch  or  part  thereof  by  such  person  or 
by  any  person  subject  to  his  control. 
Such  records  shall  show  the  date  and 
quantity  of  each  such  shipment  or  de¬ 
livery  and  the  name  and  post-office  ad¬ 
dress  of  the  person  to  whom  such  ship¬ 
ment  or  delivery  was  made,  and  shall  be 
kept  for  not  less  than  three  years  after 
such  date. 

(b)  Upon  the  request  of  any  officer  or 
employee  of  the  Food  and  Drug  Adminis¬ 
tration,  or  of  any  other  officer  or  em¬ 
ployee  of  the  United  States  acting  on 
behalf  of  the  Secretary,  the  person  to 
whom  a  certificate  is  issued  shall  at 
all  reasonable  hours  make  such  records 
available  to  any  such  officer  or  employee 
and  shall  accord  to  him  full  opportunity 
to  make  inventory  of  stocks  of  such 
batch  on  hand  and  otherwise  to  check 
the  correctness  of  such  records. 

§  146.6  Authority  to  refuse  certification 
service. 

When  the  Secretary  finds,  after  giving 
notice  and  opportunity  for  hearing,  that 
a  person  has; 

(a)  Obtained  or  attempted  to  obtain 
a  certificate  through  fraud,  or  through 
misrepresentation  or  concealment  of  a 
material  fact; 

(b)  Falsified  the  records  required  to 
be  kept  by  §  146.5;  or 

(c)  Failed  to  keep  such  records  or  to 
make  them  available,  or  to  accord  full 
opportunity  to  make  an  inventory  of 
stocks  on  hitnd  or  otherwise  to  check 
the  correctness  of  such  records,  as  re¬ 
quired  by  fi  146.5,  and  such  failure  may 
materially  impair  the  certification  serv¬ 
ice; 


the  Secretary  wUl  imtned  lately  suspend 
service  to  such  person  imder  the  regula¬ 
tions  in  this  chapter  and  will  continue 
such  BaspcDsioTL  unless  and  until  such 
person  shows  adequate  eauM  why  such 
service  should  be  resumed. 

§  146.7  New  antibiotic  and  antibiotic- 
containing  products. 

Any  request  that  the  Secretary  pro¬ 
vide  for  the  certification  of  batches  of 
a  drug  lor  which  no  provision  for  cer¬ 
tification  is  made  in  the  existing  regu¬ 
lations  in  this  chapter  shall  be  in  a  form 
specified  by  the  Commissioner  and  shall 
be  accompanied  by: 

(a)  A  statement  of  the  conditions  for 
which  the  person  who  makes  such  request 
intends  such  drug  to  be  used,  and  ade¬ 
quate  directions  for  use  in  each  sucdi  con¬ 
dition; 

(b)  Full  reports  of  investigations 
which  have  been  made  to  show  whether 
or  not  such  drug  is  safe  and  efficacious 
for  use  in  such  conditions; 

(c)  A  fun  list  of  the  articles  used  as 
components  of  such  drug; 

(d)  'A  full  statement  of  the  composi¬ 
tion  of  such  drug; 

(e)  .A  full  description  of  the  methods 
used  in,  and  the  facilities  and  controls 
used  for,  the  manufacture,  processing, 
and  packing  of  such  drug; 

(f )  A  full  description  of,  or  references 
to  publications  containing  practical  and 
accurate  tests  and  methods  of  assay  to 
determine  the  identity,  strength,  qual¬ 
ity.  and  purity  of  such  drug; 

(g)  Such  samples  of  such  drug  and 
of  the  articles  used  as  components  there¬ 
of  as  the  Commissioner  may  require;  and 

(h)  Specimens  of  all  labeling  (includ¬ 
ing  all  brochures  and  other  printed  mat¬ 
ter,  except  readily  available  medical  pub¬ 
lications.  referred  to  in  such  labeling) 
proposed  to  be  used  for  such  drug. 

§  146.8  Fees. 

(a)  Fees  for  the  services  rendered 
under  the  regulations  in  this  chapter 
shall  be  such  as  are  necessary  to  provide, 
equip,  and  maintain  an  adequate  certifi¬ 
cation  service. 

(b)  The  fee  for  such  services  with  re¬ 
spect  to  each  batch  of  a  drug,  certifica¬ 
tion  of  which  is  provided  by  the  regula¬ 
tions  in  this  chapter,  including  those 
published  hereafter,  is  the  fee  prescribed 
in  the  section  relating  specifictdly  to  such 
drug  plus  an  additional  30  percent  of 
whatever  that  fee  may  be,  except  that  in 
the  case  of  a  supplement^  request  sub¬ 
mitted  pursuant  to  the  provisions  of 
§  146.18,  the  fee  shall  be  $3.00. 

(c)  When  the  Commissioner  considers 
it  necessary  to  make  investigations  of  a 
new  product  containing  a  certifiable 
antibiotic  drug  on  which  a  request  has 
been  submitted  in  accordance  with 
§  146.7,  the  fee  for  such  service  shall  be 
the  cost  thereof.  In  such  case  the  re¬ 
quest  shall  be  foUowed  by  an  advance 
deposit  in  such  amount  as  the  Commis¬ 
sioner  specifies,  and  thereafter  such  ad¬ 
ditional  advance  deposits  shall  be  made 

as  the  Commissioner  estimates  may  be  / 
necessary  to  prevent  arrears  in  the  pay¬ 
ment  of  such  fee. 

(d)  A  person  requiring  continuing  cef- * 
tification  services  may  maintain  an  ad¬ 
vance  deposit  of  the  estimated  cost  of 
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such  services  for  a  two-month  period. 
Such  deposit  shall  be  debited  with  fees 
for  services  rendered,  but  shall  not  be 
debited  for  any  fee  the  amount  of  which 
is  not  definitely  specified  in  the  regula¬ 
tions  in  this  chi4>ter  unless  the  depositor 
has  previously  requested  the  perform¬ 
ance  of  the  services  to  be  covered  by  such 
fee.  A  monthly  statement  for  each  such 
advance  deposit  shall  be  rendered. 

(e)  The  unearned  portion  of  any  ad¬ 
vance  deposit  shall  be  refunded  to  the 
depositor  upon  his  application. 

(f )  Whenever  in  the  Judgment  of  the 
Commissioner  the  ratio  between  fees  col¬ 
lected  (which  are  based  upon  experience 
and  the  best  estimate  of  costs  and  the 
best  estimate  of  earnings)  and  the  costs 
of  providing  the  service  during  an 
elapsed  period  of  time,  in  the  light  of  all 
circumstances  and  contingencies,  war¬ 
rants  a  refund  from  the  fund  collected 
dining  such  period,  he  shall  make  rata¬ 
ble  refunds  to  those  persons  to  whom 
the  services  were  rendered  and  charged, 
except  for  those  services  described  un¬ 
der  §  146.18  and  §  146.26. 

(g)  All  deposits  and  fees  required  by 
the  regulations  in  this  chapter  shall  be 
paid  by  money  order,  bank  draft,  or  cer¬ 
tified  check  drawn  to  the  order  of  the 
Food  and  Drug  Administration,  collect¬ 
ible  at  par  at  Washington,  D.C.  All  such 
deposits  and  fees  shall  be  forwarded  to 
the  Pood  and  Drug  Administration,  De¬ 
partment  of  Health,  Education,  and 
Welfare,  Washington  25,  D.C.,  where¬ 
upon  after  making  appropriate  records 
thereof  they  will  be  transmitted  to  the 
Chief  Disbursing  OfiBcer,  Division  of  Dis¬ 
bursement,  Treasurer  of  the  United 
States,  for  deposit  to  the  special  account 
“Salaries  and  Expenses,  Certification, 
Inspection,  and  Other  Services,  Food  and 
Drug  Administration.” 

§  146.9  Antibiotics  for  agricultural  use. 

An  article  that  contains  one  or  more 
of  the  antibiotic  substances  subject  to 
certification  under  section  507  of  the 
act  and  intended  solely  for  application 
to  plants  for  the  control  of  plant  diseases 
caused  by  microorganisms  and  conspicu¬ 
ously  so  labeled  is  not  subject  to  the 
requirements  of  sections  502(1)  and  507 
of  the  Federal  Pood,  Drug,  and  Cosmetic 
Act.  if  it  contains  one  or  more  suitable 
denaturants  that  make  it  unfit  for  drug 
use;  but  in  no  cstse  shall  it  be  exempt 
from  the  requirements  of  sections  502(1) 
and  507  of  the  act  if  it  is  represented  or 
intended  to  be  administered  to  man  or 
other  animals  for  the  cure,  mitigation, 
treatment,  or  prevention  of  disease  or  as 
an  animal  feed  supplement. 

§  146.10  Antibiotics  for  export. 

Drugs  containing  penicillin,  strepto¬ 
mycin,  dihydrostreptomycin,  chlortetra- 
cycline,"  tetracycline,  chloramphenicol, 
or  bacitracin  intended  for  export  will  be 
certified  notwithstanding  failure  to  meet 
the  labeling  requirements  of  the  appli¬ 
cable  monographs  if  the  labeling  used 
for  such  drugs  complies  with  the  follow¬ 
ing  conditions; 

(a)  It  has  been  approved  before  use 
by  the  government  authorities  of  the 
country  to  which  the  drugs  are  intended 
for  export;  and 
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(b)  Such  labeling  represents  that  such 
drugs  are  for  use  only  in  those  conditions 
for  which  they  are  certified  for  domestic 
distribution. 

§  146.11  Assay  reipiireiiients  for  anti¬ 
biotic  drugs  exempted  from  certifiea- 
tion. 

(a)  On  December  3,  1953,  the  regu¬ 
lations  for  the  certification  of  antibiotic 
and  mitibiotic-containing  drugs  were 
amended  to  exempt  penicillin  troches 
and  bacitracin  ointment  from  the  cer¬ 
tification  requirements  imder  sections 
602  (1)  and  507  of  the  act,  provided  thp 
drugs  comply  with  certain  prescribed 
standards.  Since  that  time  a  number  of 
veterinary  preparations  that  contain  the 
antibiotic  drugs  subject  to  the  regula¬ 
tions  in  this  chapter  have  also  been  ex¬ 
empted,  under  certain  conditions.  One 
of  these  conditions  is  that  the  label  of 
each  package  shall  bear  an  expiration 
date  which  is  determined  from  the  date 
“during  which  the  batch  was  last  as¬ 
sayed  and  released  by  the  manufac¬ 
turer.” 

(b)  It  has  come  to  the  attention  of 
the  Food  and  Drug  Administration  that 
a  number  of  manufacturers  and/or  re¬ 
packers  do  not  test  these  drugs  to  deter¬ 
mine  if  they  comply  with  the  standards 
prescribed  for  them  by  the  regulations. 
It  is  the  position  of  the  Food  and  Drug 
Administration  that  if  each  batch  of  such 
drugs  is  not  tested  by  the  manufacturer 
or  his  agent  to  determine  whether  it 
complies  with  the  standards  of  identity, 
strength,  quality,  and  purity  prescribed 
for  it,  the  batch  is  not  exempt  from 
certification  and  it  may  be  deemed  to  be 
misbranded  under  section  502  (1)  of  the 
act  when  in  interstate  commerce. 

(Interprets  or  applies  sec.  602,  62  Stat.  1060, 
as  amended;  21 U.  S.  C.  352) 

§146.12  Antibiotic  drugs  exempted 
from  certification  requirements  un¬ 
der  section  507(c)  of  the  Federal 
Food,  Drug,  and  (Emetic  Act. 

(a)  Section  507(a)  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  directs 
the  Secretaiy  of  Health,  Education,  and 
Welfare  to  promulgate  regulations  that 
shall  provide  for  the  certification  of 
batches  of  drugs  composed  wholly  or 
partly  of  any  kind  of  penicillin,  strep¬ 
tomycin,  chlortetracycline,  chloramphe¬ 
nicol,  or  bactitracin,  or  any  derivative 
thereof.  Subsection  (c)  of  that  section 
of  the  act  requires  the  Secretary  to  ex¬ 
empt  any  drug  or  class  of  drugs  from 
the  certification  requirements  when  in 
his  judgment  such  requirements  are  not 
necessary  to  insure  their  safety  and  ef¬ 
ficacy  of  use.  Under  the  provisions  of 
that  subsection,  a  variety  of  antibiotic 
drugs  have  been  exempted  from  predis¬ 
tribution  testing  and  certification  re¬ 
quirements,  including  those  intended  for 
human,  veterinary,  and  miscellaneous 
uses. 

(b)  From  time  to  time  the  Food  and 
Drug  Administration  has  received  re¬ 
quests  from  interested  persons  for  infor¬ 
mation  concerning  the  kinds  of  antibiotic 
preparations  that  have  been  exempted 
from  certification.  Since  there  may  be 
others  who  are  interested  in  having  this 
information,  the  names  of  the  exonpt 


drugs  are  listed  in  sul^iaragraphs  <1), 
(2),  and  (3)  of  this  paragraph.  All  the 
preparations  listed,  with  the  exception 
of  crsrstalline  penicillin  O  sodium  and 
crystalline  peificillin  G  potassium,  are 
exempt  only  if  they  comply  with  r;ertatn 
requirements  prescribed  lor  thpm  by  the 
exempting  regulations:  furthermore,  if 
crystalline  penicillin  G  sodium  or  crys^- 
line  penicillin  G  potassium  is  used  in  the 
manufactm*e  of  another  drug,  tt  must 
comply  with  the  standards  of  identity, 
strength,  quality,  and  purity  specified 
for  its  use  in  the  manufacture  of  such 
drug. 

(1)  The  following  antibiotic  drugs  In¬ 
tended  for  human  use  have  been 
exempted  from  certification: 

Crystalline  penicillin  O  sodixnn. 

Crystalline  penicillin  O  potassium. 

Bacitracin  ointment. 

Buffered  ciystaUine  penicillin  Q  (sodium) 
for  parenteral  use. 

Buffered  crystalline  penicillin  O  (potas- 
sliun)  for  parenteral  use. 

Penicillin  troches. 

(2)  The  following  antibiotic  drugs  in- 
tmided  for  veterinary  use  have  been 
exempted  from  certification: 

Buffered  (uystalline  penicillin  O  (sodium) 
for  parenteral  use. 

Buffered  crystalline  penicillin  G  (potas¬ 
sium)  for  parenteral  use. 

Penicillin  tablets. 

Buffered  penlcUlin  powder. 

Benzathine  penicillin  G  oral  suspension. 

Penicillin-streptomycin  tablets. 

PenlciUin-dlhydrostreptomycin  tablets. 

Penicillin-streptomycin  powder  with  or 
without  added  vitamin  substances,  intended 
for  oral  use. 

PenicUlln-dlhydroetreptomycin  powder 
with  or  without  added  vitamin  substances, 
intended  for  oral  use. 

Streptomycin  for  inhalation  therapy. 

Dihydrostreptomycin  for  Inhalation  ther¬ 
apy. 

Streptomycin  sulfate  powder  oral  veter¬ 
inary. 

Dlhydrostreptomycin  powder  oral  veteri¬ 
nary. 

Streptomycin  hydrochloride  (or  sulfate) 
solution  oral  veterinary. 

Streptomycin-dihydrostreptomycln  for  In¬ 
halation  therapy. 

Streptomycin  sulfate-dlhydrostreptomyoin 
sulfate  powder  oral  veterinary. 

Chlortetracycline  powder,  tetracycline 
powder,  and  tetracycline  hydrochloride  pow¬ 
der  for  oral  use. 

Chlortetracycline  hydrochloride  tablets. 

Crude  chlortetracycline  oral  veterinary. 

Chlortetracycline  hydrochloride  powder 
topical  and  tetracycline  hydrochloride  powder 
topical. 

Soluble  bacitracin  methylene  disalicylate. 

Bacitracin  powder  for  oral  use. 

Feed  grade  bacitracin  and  feed  grade  zinc 
bacitracin  oral  veterinary. 

Antibiotic-medicated  animal  feeds  that  ara 
Intended  for  use  in  promoting  the  growth 
rate  of  certain  animals. 

Antibiotic-medicated  animal  feeds  that 
also  contain  prescribed  amoimts  of  one  or 
more  active  drug  ingredients  and  are  in¬ 
tended  for  use  in  promoting  the  growth  rate 
of  certain  animals. 

Antibiotic-medicated  animal  feeds  that 
contain  prescribed  amounts  of  spedflo  anti¬ 
biotics  and  are  intended  for  use  in  the  pre¬ 
vention  or  treatment  of  si)ecifle  diseases  of 
certain  animals. 

Antibiotic-medicated  animal  feeds  that 
also  contain  prescribed  amounts  of  one  or 
more  other  active  drug  ingredients  and  are 
Intended  for  use  in  promoting  the  growth 
rate  (because  of  the  antlbiotlos)  and  for  the 
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pnTentlon  or  treatment  of  epeciflo  dlseasea 
(becauae  of  tha  other  acttre  drug  Ingredients) 
of  oertaln  anlmala. 

animal  feeds  that 
contain  prescribed  amounts  of  antibiotics 
And  also  presiTlbed  amoimts  of  one  or  more 
other  actlTe  drug  Ingredients  and  are  ln« 
tended  for  use  In  the  prerentton  or  treatment 
of  speolllo  diseases  of  animals  which  are 
amenable  to  the  combination  drug. 

(3)  Hie  following  antibiotic  drugs  for 
miscellaneous  uses  have  been  exempted 
from  certification: 

Antlblotlos  for  agricultural  use. 

Antibiotics  for  diagnostic  use. 

Antibiotics  for  fish  diseases. 

Antibiotics  for  use  as  preservatives  of  bull 
/aemen. 

Antibiotics  for  use  as  preservatives  of  bio¬ 
logical  drugs. 

Antibiotics  for  use  in  teaching,  law  en¬ 
forcement.  research,  and  analysis. 

(c)  It  is  reasonable  to  assume  that 
other  antibiotic  preparations  will  be  ex¬ 
empted  from  the  certification  require¬ 
ments.  However,  because  of  their  unique 
importance  in  the  treatment  of  serious 
infections  suffered  by  large  segments  of 
the  population,  it  would  not  be  in  the 
best  interests  of  the  public  health  to 
exempt  any  antibiotic  drug  from  certifi¬ 
cation  until  experience  has  proved  that 
all  manufacturers  can  consistently  pro¬ 
duce  batches  of  the  drug  that  are  safe 
and  efficacious  for  use.  Exceptions  to 
this  policy  will  be  considered  when  it  has 
been  determined  that  a  preparation  is  no 
longer  of  sufficient  importance  to  the 
public  health  to  require  the  certification 
tsrpe  of  control,  or  when  the  preparation 
is  intended  for  use  solely  in  a  manner 
that  will  not  affect  the  public  health. 

§  146.13  Manganese  bacitracin  medi¬ 
cated  animal  feed. 

Animal  teed  containing  feed  grade 
manganese  bacitracin  powder  oral  veter¬ 
inary,  with  or  without  added  suitable 
vitamin  substances,  shall  be  exempt  from 
the  requirements  of  section  502(1)  and 
507  of  the  act,  under  the  following 
conditions: 

.  (a)  It  is  intended  for  use  solely  as  an 
aid  in  stimulating  the  growth  and  im¬ 
proving  the  feed  efficiency  of  chickens, 
turkeys,  and  swine. 

(b)  It  contains,  per  ton  of  feed,  the 
equivalent  of  the  following  quantities 
of  the  bacitracin  master  standard  as 
feed  grade  manganese  bacitracin  powder 
oral  veterinary: 

(1)  For  chickens  and  turkeys:  Not 
less  than  4  grams  and  not  more  than  50 
grams;  or  it  may  contain  a  combination 
of  manganese  bacitracin  and  penicillin, 
in  which  case  it  shall  contain  not  less 
than  3  grams  of  manganese  bacitracin 
and  not  less  than  0.6  gram  of  penicillin, 
but  not  more  than  50  grams  of  the  com¬ 
bination  drug. 

(2)  For  swine:  Not  less  than  10  grams 
and  not  more  than  50  grams. 

§  146.14  Antibiotic  and  antibiotic-con¬ 
taining  drugs  intended  for  use  in 
milk-producing  animals;  labeling. 

Whenever  the  labeling  of  an  antibiotic 
drug  included  in  the  regulations  in  thl« 
chapter  suggests  or  recommends  its  use 
in  mUk-producing  animals,  the  label  of 
such  drugs  shall  bear  either  the  state¬ 
ment  “Warning:  Not  for  use  in  animals 


producing  milk,  since  this  use  will  result  tion  of  each  batch  from  which  any  ship- 
in  contamination  of  the  milk”  or  the  ment  or  delivery  is  made  to  such 


statement  “Warning:  Milk  taken  from 
treated  animals  within  —  hours  after  the 
latest  treatment  must  not  be  used  for 
food”,  and  the  blank  has  been  filled  in 
with  the  figure,  which  shall  not  be 
greater  than  96,  that  the  Commissioner 
has  authorized  the  manufacturer  of  the 
drug  to  use.  The  Commissioner  shall 
determine  what  such  figure  shall  be  from 
information  submitted  by  the  manufac¬ 
turer  and  which  the  Commissioner  con¬ 
siders  is  adequate  to  prove  that  period 
of  time  after  the  latest  treatment  that 
the  milk  from  treated  animals  will  con¬ 
tain  no  residues  from  use  of  the  prepa¬ 
ration.  If  the  use  of  the  antibiotic  dnig 
as  recommended  does  not  result  in  its 
appearance  in  the  milk  neither  of  the 
above  warning  statements  is  required. 

§  146.18  Exemptions  for  labeling. 

(a)  Except  as  provided  by  paragraphs 
(c)  and  (d)  of  this  section,  a  shipment  ' 
or  other  delivery  of  a  drug  which  is  to  be 
labeled  at  an  establishment  located  else¬ 
where  than  at  the  place  of  manufacture 
shall  be  exempt,  during  the  time  of  in¬ 
troduction  into  and  movement  in  inter¬ 
state  commerce  and  the  time  of  holding 
in  such  establishment,  from  the  require¬ 
ments  of  section  502  (1)  of  the  act  if  the 
labeling  of  each  shipping  container  bears 
the  batch  mark  of  the  drug,  the  num¬ 
ber  of  units  per  package,  the  expiration 
date,  and  if  the  person  who  introduced 
such  shipment  or  delivery  into  interstate 
commerce  holds  a  permit  from  the  Com¬ 
missioner  authorizing  shipment  for  la¬ 
beling  in  such  establishment. 

(b)  (1)  An  application  for  such  a  per¬ 
mit  shall  be  in  a  form  specified  by  the 
Commissioner,  and  shall  give  the  name 
and  location  of  the  establishment  in 
which  such  labeling  is  to  be  done. 

(2)  In  case  the  applicant  is  the  oper¬ 
ator  of  such  establi^ment,  the  applica¬ 
tion  shall  include  a  written  agreement 
signed  by  him  that  he  will  request  cer¬ 
tification  of  each  batch  from  which  any 
shipment  or  delivery  is  made  to  such 
establishment  unless  it  is  exempt  under 
section  801  (d)  of  the  act  or  §  146.23; 
that  he  will  not  remove  any  of  such  drug 
from  such  establishment  unless  it  com¬ 
plies  with  section  502  (1)  of  the  act  or 
is  so  exempt,  or  if  certification  is  refused, 
unless  it  is  returned  within  a  reasonable 
time  to  permit  reprocessing  and  certifica¬ 
tion,  destruction,  or  such  exemption  at 
the  establishment  where  it  was  manu¬ 
factured;  that  he  will  keep  complete  rec¬ 
ords  showing  the  date,  quantity,  and 
batch  mark  of  each  such  shipment  and 
delivery  and  the  disposition  thereof;  that 
he  will  make  such  records  available  to 
any  officer  or  employee  of  the  Food  and 
Drug  Administration  at  any  reasonable 
hour  within  three  years  after  the  date 
of  such  disposition;  and  that  he  will  ac¬ 
cord  full  opportunity  tu  such  officer  or 
employee  to  make  inventories  of  stocks 
on  hand  and  otherwise  check  the  cor¬ 
rectness  of  such  records. 

(3)  In  case  the  applicant  is  not  the 
operator  of  such  establishment  such  ap¬ 
plication  shall  include  or  be  accompa¬ 
nied  by: 

(i)  A  written  agreement  signed  by  the 
applicant  that  he  will  request  certifica- 


establishment  unless  it  is  exempt  under 
section  801  (d)  of  the  act  or  §  146.23; 
that  he  will  keep  complete  records  show¬ 
ing  the  date,  quantity,  and  batch  mark 
of  each  such  shipment  and  delivery ;  and 
that  he  will  make  such  records  available 
to  any  officer  or  employee  of  the  Food 
and  Drug  Administration  at  any  reason¬ 
able  hour  within  three  years  after  the 
date  of  such  shipment  or  delivery;  and 
(ii)  A  written  agreement  signed  by  the 
operator  of  such  establishment  that  he 
will  submit  a  request,  supplemental  to 
that  of  the  applicant,  for  the  certifica¬ 
tion  of  each  batch  or  portion  thereof 
comprised  in  any  such  shipment  or  de¬ 
livery  received  by  him  unless  it  is  exempt 
under  section  801  (d)  of  the  act  or 
§  146.23;  that  he  will  specify  in  his  re¬ 
quest  the  number  of  packages  of  each 
size  in  such  shipment  or  delivery,  the 
date  of  delivery,  the  batch  mark  thereof, 
and  the  batch  mark  he  will  use  therefor; 
that  the  batch  marks  to  be  used  (if  dif¬ 
ferent  from  those  of  the  applicant)  will 
be  only  those  of  which  the  key  is  specified 
in  this  agreement  that  the  expiration 
date  used  for  the  batch  will  be  only  that 
assigned  to  the  manufacturer  by  cer¬ 
tification;  that  the  labeling  to  be  used 
for  such  packages  will  be  only  that  of 
which  specimens  are  attached  to  this 
agreement  (including  specimens  of  all 
brochures  and  other  printed  matter,  ex¬ 
cept  readily  available  medical  publica¬ 
tions.  referred  to  in  such  labeling) ;  that 
when  any  change  is  made  in  such  key  or 
labeling  he  will  promptly  submit  to  the 
Commissioner  a  full  statement  of  such 
change  or,  in  the  case  of  changed  label¬ 
ing,  specimens  showing  all  such  changes; 
that  he  will  not  remove  any  of  such  drug 
froih  such  establishment  unless  it  com¬ 
plies  with  section  502  (1)  of  the  act  or  is 
exempt  under  section  801  (d)  of  the  act 
or  §  146^13  or,  if  certification  is  refused, 
unless  it  is  returned  within  a  reasonable 
time  to  permit  reprocessing  and  certifi¬ 
cation.  destruction,  or  such  exemption  at 
the  establishment  where  it  was  manufac¬ 
tured;  that  he  will  keep  complete 
records  of  the  disposition  of  each  such 
shipment  and  delivery;  that  he  will  make 
such  records  available  to  any  officer  or 
employee  of  the  Food  and  Drug  Admin¬ 
istration  at  any  reasonable  hour  within 
three  years  after  the  date  of  such  dispo¬ 
sition;  and  that  he  will  accord  full  op¬ 
portunity  to  such  officer  or  employee  to 
make  inventories  of  stocks  on  hand  and 
otherwise  check  the  correctness  of  such 
records. 

(4)  When  the  Commissioner  finds, 
after  giving  notice  and  opportunity  for 
hearing,  that  such  application  contains 
any  imtrue  statement  of  a  material  fact 
or  that  any  provision  of  any  such  agree¬ 
ment  has  been  violated  he  may  revoke 
such  permit. 

(c)  An  exemption  of  a  shipment  or 
other  delivery  under  paragraph  (a)  of 
this  section,  in  case  the  person  who  in 
troduced  such  shipment  or  delivery  inU 
interstate  commerce  is  the  operator  of 
such  establishment,  shall  become  void 
at  the  beginning  of  the  act  of  re¬ 
moving  or  offering  to  remove  such  ship¬ 
ment  or  delivery  or  any  part  thereof,  be¬ 
fore  or  after  labeling,  from  such  estab- 
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lishment  unless  such  batch  complies  with 
section  502  (1)  of  the  act  or  is  exempt  un¬ 
der  section  801  (d)  of  the  act  or  S  146^ 
or.  if  certification  is  refused,  unless  such 
shipment  or  delivery  is  returned  within 
a  reasonable  time  to  permit  reprocessing 
and  certiflcatioq.  destruction,  or  such  ex¬ 
emption  at  the  establishment  where  tt 
was  manufactured.  > 

(d)  An  exemption  of  a  shipment  or 
other  d^very  under  paragraph  (a)  of 
this  section,  in  case^he  person  who  in¬ 
troduced  such  shipment  or  delivery  into 
Interstate  commerce  is  not  the  operator 
of  such  establishment,  shall  expire  at  the 
beginning  of  the  act  of  removing  or  offer¬ 
ing  to  remove  such  shipment  or  delivery 
or  any  pcut  thereof,  before  or  after  label¬ 
ing.  from  such  establishment  unless  such 
batch  complies  with  ^tion  502  (1)  of 
the  act  or  is  exempt  under  section  801 
(d)  of  the  act  or  §  146.23  or.  if  certifica¬ 
tion  is  refused,  unless  such  shipment  or 
delivery,  within  a  reasonable  time,  is  de¬ 
stroyed  or  returned  to  permit  reprocess¬ 
ing  and  certification,  destruction,  or 
such  exemption  at  the  estshUshment 
where  it  wsts  manufactured. 

§  146.19  Exemptioni  for  storage. 

(a)  Eixcept  as  provided  by  paragraihs 
(c)  and  (d)  of  this  section,  a  shipment  or 
other  delivery  of  a  drug  which  is  to  be 
stored  at  a  warehouse  located  elsewhere 
than  at  the  place  of  manufacture  shall 
be  exempt,  during  the  time  of  introduc¬ 
tion  into  and  movement  in  interstate 
commerce  and  the  time  of  holding  in 
such  warehouse,  from  the  reqiiirements 
of  section  502  (1)  of  the  act  if  the  label¬ 
ing  of  each  shipping  container  bears  the 
batch  mark  of  the  drug,  and  if  the  person 
who  introduced  such  shipment  or  deliv¬ 
ery  into  interstate  commerce  holds  a 
permit  from  the  Commissioner  authoris¬ 
ing  shipment  for  storage  in  such  ware¬ 
house. 

(b)  An  application  for  such  a  permit 
shall  be  in  a  form  specified  by  the  Com¬ 
missioner.  and  shall  give  the  name  and 
location  of  the  warehouse  in  which  such 
drug  is  to  be  stored.  Such  application 
shall  be  accompanied  by: 

(1)  A  written  agreement  signed  by  the 
applicant  that  he  will  request  certifica¬ 
tion  of  each  batch  thereof  unless  it  is 
exempt  under  section  801  (d)  of  the  act 
or  §§  146.18,  146.21.  or  146.22,  that  he 
will  not  remove  any  of  such  drug  from 
such  warehouse  unless  it  complies  with 
section  502  (1)  of  the  act  or  is  so  ex¬ 
empt  or.  if  certification  is  refused  unless 
it  is  returned  within  a  reasonable  time  to 
permit  reprocessing  and  certification,  de¬ 
struction,  or  such  exemption  at  the 
establishment  where  it  was  manufac¬ 
tured  ;  that  he  will  keep  complete  records 
showing  the  date,  quantity,  and  batch 
mark  of  each  shipment  and  other  deliv¬ 
ery  of  any  such  drug  to  such  wsurehouse, 
and  th£kt  he  will  make  such  records  avail¬ 
able  to  any  officer  or  employee  of  the 
Food  and  Drug  Administration  at  any 
reasonable  hour  within  three  years  after 
the  date  of  such  shipment  or  delivery; 
and 

(2)  A  written  statement  signed  by  the 
operator  of  such  warehome  showing  that 
he  has  adequate  facilities  ter  such  stor¬ 
age;  such  statement  shall  contain  an 
agreement  that  he  will  hold  each  ship¬ 


ment  or  other  delivery  of  such  drug  In¬ 
tact.  under  such  conditions  as  will  not 
cause  failure  of  the  drug  to  comply  with 
the  requirements  for  certification,  that 
he  will  keep  complete  records  showing 
the  date  of  receipt  by  him  and  the  quan¬ 
tity  and  batch  mark  of  each  such  ship¬ 
ment  and  delivery  and  the  disposition 
thereof,  that  he  will  make  such  records 
available  to  any  officer  or  employee  of 
the  Food  and  Drug  Administration  at 
any  reasonable  hour  within  three  years 
after  the  date  of  such  disposition,  and 
that  he  will  accord  full  opportunity  to 
such  officer  or  employee  to  make  inven¬ 
tories  of  stocks  on  hand  and  otherwise 
check  the  correctness  of  such  records. 

If  the  applicant  keeps  complete  records 
showing  the  date,  quantity,  and  batch 
maik  of  each  shipment  and  other  de¬ 
livery  of  any  such  drug  from  such  ware¬ 
house  and  the  name  and  post-office 
address  of  the  person  to  whom  such  ship¬ 
ment  or  delivery  was  made,  the  agree¬ 
ment  to  keep  records  of  such  disposals, 
to  make  such  records  available,  and  to 
afford  opportunity  for  checking  th^ 
correctness  may  be  included  in  the  appli¬ 
cant’s  agreement  imd  omitted  from  that 
of  the  operator.  When  the  Commis¬ 
sioner  finds,  after  giving  notice  and  cg>- 
portunity  for  hearing,  that  such  appli¬ 
cation  contains  any  untrue  statement 
of  a  material  fact  or  that  any  provision 
of  any  sudi  agreement  has  been  violated 
he  may  revoke  such  permit. 

(c)  An  exemption  of  a  shipmoit  or 
other  delivery  under  paragraph  (a)  of 
this  section,  in  case  the  person  who  intro¬ 
duced  such  shipment  or  delivery  into 
interstate  commerce  is  the  operator  of 
such  warehouse,  shall  become  void 
at  the  beginning  of  the  act  of  removing 
or  offering  to  remove  such  shipment 
or  delivery  or  any  part  thereof  from 
such  warehouse  ui^ess  such  iMitch 
complies  with  section  502  (1)  of  the  act 
or  is  exempt  imder  section  801  (d)  of  the 
act  or  §§  146.18.  146.21.  or  146.22,  or,  if 
certification  is  refused,  unless  such  ship¬ 
ment  or  delivery  is  returned  within  a 
reasonEtble  time  to  permit  reprocessing 
and  certification,  destruction,  or  such 
exemption  at  the  establishment  where  it 
was  manufactured. 

(d>  An  exemption  of  a  shipment  or 
other  delivery  under  paragraph  (a)  of 
this  section,  in  case  the  person  who  in¬ 
troduced  such  shipment  or  delivery  into 
interstate  commerce  is  not  the  operator 
of  such  warehouse,  shall  expire  at  the 
beginning  of  the  act  of  removing  or  offer¬ 
ing  to  remove  such  shipment  or  delivery 
or  any  part  thereof  from  such  warehouse 
unless  such  batch  complies  with  section 
502  (1)  of  the  act  or  is  exempt  under  sec¬ 
tion  801  (d)  of  the  act  or  §§  146.18.146.21, 
or  146.22,  or,  if  certification  is  refused, 
unless  such  shipment  or  delivery,  within 
a  reasonable  time,  is  destroyed,  or  re¬ 
turned  to  permit  reprocessing  and  certifi¬ 
cation,  destruction,  or  such  exemption  at 
the  establishment  where  it  was  manu¬ 
factured. 

§  146J20  Exemptions  for  processing. 

<a)  Except  as  provided  by  paragraphs 
<e)  and  (d)  of  this  section,  a  shipment 
or  other  deliv^  of  any  eertifiaUe  anti- 
hiotie  drug  subslwt  to  the  regulations  in 


this  chapter  in  concentrated  aqueous  so- 
luticm  which  is  to  be  processed  at  an  es- 
tahlishment  located  elsewhere  than  at 
the  place  of  manufacture  shall  be  exempt 
during  the  time  of  introduction  into  and 
movement  in  Interstate  conunerce  and 
the  time  of  holding  in  such  establish¬ 
ment  from  the  requiremerrts  of  section 
502  (1)  of  the  act.  if  the  person  who  in¬ 
troduced  such  shipment  or  delivery  into 
interstate  commerce  holds  a  permit  from 
the  Commissioner  authorizing  shipment 
for  processing  in  such  establishment, 
and  each  package  of  such  solution  bears 
the  batch  mark  of  the  drug. 

<b)  An  applicati<m  for  such  a  permit 
shall  be  in  a  form  specified  by  the  Com¬ 
missioner  and  ^all  give  the  name  and 
location  of  the  establishment  in  which 
such  processing  is  to  be  done.  Such 
application  shall  be  accompanied  by: 

(DA  written  agreement  signed  by  the 
appltoant  that  he  will  keep  complete  rec¬ 
ords  showing  the  date,  quantity,  potency, 
and  batch  mark  oi  each  shipment  and 
other  delivery  of  any  such  solution  to 
such  establishment,  and  that  he  will 
make  such  records  available  to  any  offi¬ 
cer  or  employee  of  the  Pood  and  Drug 
Administration  at  any  reasonable  hour 
within  three  3^rs  after  the  date  of  such 
shipment  or  delivery; 

(2)  A  written  statement  signed  by  the 
operator  of  such  establishment  showing 
that  he  has  adequate  facilities  for  such 
processing:  such  statement  shall  contain 
an  agreement  that  he  will  keep  complete 
records  showing  the  date  of  receipt  by 
him  and  the  quantity  and  batch  mark  of 
each  such  shipment  and  delivery  and  the 
disposition  thereof,  that  he  will  make 
such  records  available  to  any  officer  or 
employee  of  the  Pood  and  IX^lg  Adminis¬ 
tration  at  any  reasonable  hour  within 
three  years  after  date  of  such  disposi- 
tton,  and  that  he  will  accord  full  oppor¬ 
tunity  to  such  officer  or  employee  to 
make  inventories  of  stocks  on  hand  and 
otherwise  check  the  c^'rrectness  of  such 
records;  and 

(3)  A  written  agreement  signed  by  the 
person  who  will  own  the  drug  after  the 
processing  is  completed  that  he  will  re¬ 
quest  certification  of  each  batch  thereof 
unless  It  Is  exempt  under  section  801  (d) 
of  the  act  or  §§  146  18.  146.18,  14i.21. 
146.22,  or  146  23,  and  that  he  will  not 
remove  any  of  such  drug  from  such  es¬ 
tablishment  unless  it  complies  with  sec¬ 
tion  502  (1)  of  the  act  or  is  so  exempt. 
When  the  Commissioner  finds,  after 
giving  notice  and  opportunity  for  hear¬ 
ing,  that  such  application  contains  any 
unt^e  statement  of  a  material  fact  or 
that  any  provision  of  any  such  agree¬ 
ment  has  been  violated  he  may  revoke 
such  permit. 

(c)  An  exemption  of  a  shipment  or 
other  delivery  under  paragrai^  (a)  of 
this  section,  in  case  the  person  who  in¬ 
troduced  such  Shipment  or  delivery  toto 
interstate  commerce  is  the  operator  of 
such  establishment,  shell  become  void 
at  the  beginning  of  the  act  of  removing 
or  offering  to  remove  such  dlipment  or 
delivery  or  any  part  thereof,  before  or 
after  processing,  from  such  establish- 
*  ment  unless  the  batch  made  from  such 
shipment  or  delivery  complies  with  sec¬ 
tion  502  (1)  of  the  act  or  is  exempt  under 
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section  801  (d)  of  the  act  or  H  146.18. 

148.19. 146.21. 146.22.  or  146.23  or.  if  cer¬ 
tification  is  refused,  unless  such  ship¬ 
ment  or  delivery  is  reprocessed  and  cer¬ 
tified  or  destrosred  within  a  reasonable 
time. 

(d>  An  exemption  of  a  shipment  or 
other  delivery  under  paragraph  (a)  of 
thu  section,  in  case  the  person  who  intro¬ 
duced  such  shipment  or  delivery  into 
Interstate  commerce  is  not  the  operator 
of  such  establishment,  shall  expire  at  the 
beginning  of  the  act  of  removing  or  offer¬ 
ing  to  remove  such  shipment  or  delivery 
or  any  part  thereof,  before  or  after  proc¬ 
essing.  from  such  establishment  unless 
the  batch  made  from  such  shipment  or 
delivery  complies  with  section  502  (1) 
of  the  act  or  is  exempt  under  section  801 
(d)  of  the  act  or  8 S  146.18. 146.19. 146.21. 

146.22.  or  146.23.  or.  if  certification  has 
been  refused,  unless  such  shipment  or 
delivery  is 'reprocessed  and  certified  or 
destroyed  within  a  reasonable  time. 

§  146.21  Exemptions  for  repacking. 

(a)  Ebccept  as  provided  by  paragn^hs 
(c)  and  (d)  of  this  section,  a  shipment 
or  other  delivery  of  a  drug  which  is  to 
be  repacked  at  an  establishment  located 
elsewhere  than  at  the  place  of  manufac¬ 
ture  shall  be  exempt,  during  the  time  of 
introduction  into  and  movement  in  in¬ 
terstate  commerce  and  the  time  of  hold¬ 
ing  in  such  establishment  from  the  re¬ 
quirements  of  section  502  (1)  of  the  act 
if  the  labeling  of  each  container  bears 
the  batch  mark  of  the  drug  and  the 
number  of  units  per  package,  and  if  the 
person  who  introduces  such  shipment 
or  delivery  into  interstate  commerce 
holds  a  permit  from  the  Commissioner 
authorizing  shipment  for  repacking  in 
such  establishment. 

(b)  An  application  for  such  a  permit 
shall  be  in  a  form  specified  by  the  Com¬ 
missioner,  and  shall  give  the  name  and 
location  of  the  establishment  in  which 
such  repacking  is  to  be  done.  Such  appli¬ 
cation  shall  be  accompanied  by: 

(1)  A  written  agreement  signed  by  the 
ai^llcant  that  he  will  keep  complete  rec¬ 
ords  showing  the  date,  quantity,  and 
batch  mark  of  each  shipment  and  other 
delivery  of  any  such  drug-to  such  estab¬ 
lishment,  and  that  he  will  make  such 
records  available  to  any  officer  or  em¬ 
ployee  of  the  Food  and  Drug  Administra¬ 
tion  at  any  reasonable  hour  within  three 
years  after  the  date  of  each  shipment  or 
delivery: 

(2)  A  written  statement  sfRned  by  the 
operator  of  such  establishment  showing 
that  he  has  adequate  facilities  for  such 
repacking;  such  statement  shall  contain 
an  agreement  that  he  will  keep  complete 
records  showing  the  date  of  receipt  by 
him  and  the  quantity  and  batch  mark 
of  each  such  sMpment  and  delivery  and 
the  disposition  thereof,  that  he  will  make 
such  records  available  to  any  officer  or 
employee  of  the  Food  and  Drug  Admin¬ 
istration  at  any  reasonable  hour  within 
three  years  after  the  date  of  such  dis¬ 
position.  and  that  he  will  accord  full  op¬ 
portunity  to  such  officer  or  employee  to 
make  inventories  of  stocks  on  hand  and 
otherwise  check  the  correctness  of  such 
records:  and 

(3)  A  written  agreement  signed  by  the 
person  who  will  own  the  drug  after  the 


repacking  is  completed  that  he  will  re¬ 
quest  certification  of  each  batch  thereof 
unless  it  is  exempt  imder  section  801 
(d)  of  the  act  or  88  146.18,  146.19,  or 
146.23,  and  that  be  will  not  remove  any 
of  such  drug  from  such  establishment 
unless  it  complies  with  section  502  (1) 
of  the  act  or  is  so  exempt  or  is  returned 
to  him  for  labeling  or,  if  certification  Is 
refused,  unless  it  is  returned  within  a 
reasonable  time  to  permit  reprocessing 
and  certification,  destruction,  or  such 
exemption  at  the  establishment  where  it 
was  manufactured. 

When  the  Commissioner  finds,  after 
giving  notice  and  opportunity  for  hear¬ 
ing,  that  such  application  contains  any 
imtrue  statement  of  a  material  fact  or 
that  any  provision  of  any  such  agree¬ 
ment  has  been  violated  he  may  revoke 
such  permit. 

(c)  An  exemption  of  a  shipment  or 
other  delivery  under  paragraph  (a)  of 
this  section,  in  case  the  person  who  in¬ 
troduced  such  shipment  or  delivery  into 
interstate  commerce  is  the  operator  of 
such  establishment,  shall  become  void  at 
the  beginning  of  the  act  of  removing  or 
offering  to  remove  such  shipment  or  de¬ 
livery  or  any  part  thereof,  before  or  after 
repacking,  from  such  establishment  un. 
less  such  batch  complies  with  section  502 
(1)  of  the  act  or  is  exempt  imder  section 
801  (d)  of  the  act  or  88  146.18. 146.19,  or 
146.23  or  is  returned  to  such  person  for 
labeling  or,  if  certification  is  refused,  un¬ 
less  such  shipment  or  delivery  is  re¬ 
turned  within  a  reasonable  time  to  per¬ 
mit  reprocessing  and  certification,  de¬ 
struction,  or  such  exemption  at  the 
establishment  where  it  was  manufac¬ 
tured. 

(d)  An  exemption  of  a  shipment  or 
other  delivery  under  paragraph  (a)  of 
this  section,  in  case  the  person  who  in¬ 
troduced  sucn  shipment  or  delivery  into 
interstate  commerce  is  not  the  operator 
of  such  establishment,  shall  expire  at 
the  beginning  of  the  act  of  removing  or 
offering  to  remove  such  shipment  or  de¬ 
livery  or  any  part  thereof,  before  or  after 
repacking,  from  such  establishment  un¬ 
less  such  batch  complies  with  section 
502  (1)  of  the  act  or  is  exempt  under 
section  801  (d)  of  the  act  or  88  146.18, 
146.19,  or  146.23  or  is  returned  to  such 
person  for  labeling  or.  if  certification  is 
refused,  unless  such  shipment  or  delivery, 
within  a  reasonable  time,  is  destroyed  or 
returned  to  permit  reprocessing  and  cer¬ 
tification,  destruction,  or  such  exemp¬ 
tion  at  the  establishment  where  it  was 
manufactured. 

§  146.22  Exemptions  for  manufacturing 
use. 

(a)  Except  as  provided  by  paragraphs 
(c)  and  (d)  of  this  section,  a  shipment 
or  other  delivery  of  any  certifiable  anti¬ 
biotic  drug  subject  to  the  regulations  in 
Parts  146a,  146b,  146c,  146d,  and  146e  and 
8  147.2  of  tbis  chapter  which  is  packed 
in  containers  of  not  less  than  10,000,000 
units  of  penicillin  or  10  grams  of  strepto¬ 
mycin,  dihydrostreptomycin,  chlortetra- 
cycline,  tetracycline,  chloramphenicol, 
or  bacitracin,  each  shall  be  exempt,  dur¬ 
ing  the  time  of  introduction  into  and 
movement  in  interstate  commerce  and 
the  time  of  holding  in  the  establishment 


where  it  is  so  used,  from  the  require¬ 
ments  of  section  502  (1)  of  the  act,  if  it 
conforms  to  the  stemdards  prescribed 
therefor  by  the  section  of  the  regulations 
in  this  chapter  which  is  specifically  ap¬ 
plicable  to  such  other  drug,  if  the  label  of 
each  container  bears  thei)atch  mark  of 
the  drug,  the  number  of  units  or  grams 
per  package,  and  the  date  on  which  the 
latest  assay  of  the  drug  was  completed, 
and  if  the  person  who  introduced  each 
shipment  or  delivery  into  interstate  com¬ 
merce  holds  a  permit  from  the  Commis¬ 
sioner  authorizing  shipment  for  manu¬ 
facturing  use  in  such  establishment. 

(b)  An  application  for  such  a  permit 
shall  be  in  a  form  specified  by  the  Com¬ 
missioner,  shall  give  the  name  and  loca¬ 
tion  of  the  establishment  in  which  such 
drug  is  to  be  used  and  shall  be  accom¬ 
panied  by: 

(1)  A  written  agreement  signed  by  the 
applicant  that  he  will  keep  complete 
records  showing  the  date,  quantity,  and 
batch  mark  of  each  shipment  and  other 
delivery  of  any  such  drug  to  such  estab¬ 
lishment,  and  that  he  will  msike  such 
records  available  to  any  officer  or  em¬ 
ployee  of  the  Food  and  Drug  Administra¬ 
tion  at  any  reasonable  hour  within  three 
years  after  the  date  of  such  shipments 
or  delivery; 

(2)  A  written  statement  signed  by  the 
operator  of  such  establishment  showing 
that  he  has  adequate  facilities  for  the 
manufacture  of  such  other  drug;  such 
statement  shall  contain  an  agreement 
that  he  will  keep  complete  records  show¬ 
ing  the  date  of  receipt  by  him  and  the 
quantity  and  batch  mark  of  each  such 
shipment  and  delivery  and  the  disposi¬ 
tion  thereof  and  showing  the  qucmtlty 
and  batch  mark  of  each  batch  of  such 
other  drug  manufactured  by  him  and 
the  disposition  thereof;  that  he  will 
make  such  records  available  to  any  olfi-  ' 
cer  or  employee  of  the  Pood  and  Drug 
Administration  at  any  reasonable  hour 
within  three  years  after  the  date  of  such 
disposition,  and  that  he  will  accord  full 
opportunity  to  such  officer  or  employee 
to  make  inventories  of  stocks  on  hand 
and  otherwise  check  the  correctness  of 
such  records;  and 

(3)  A  written  agreement  signed  by  the 
person  who  will  own  the  drug  after  its 
manufacture  is  completed  that  he  will 
request  certification  of  each  batch  there¬ 
of  unless  it  is  exempt  under  section  801 
(d)  of  the  act  or  88  146.18, 146.19, 146.21, 
or  146.23,  and  that  he  will  not  remove 
any  of  such  drug  from  such  establish¬ 
ment  unless  it  complies  with  section  502 
(1)  of  the  act  or  is  so  exempt  or  is  re¬ 
turned  to  him  for  labeling. 

When  the  Commissioner  finds,  after 
giving  notice  and  opportunity  for  hear¬ 
ing.  that  such  application  contains  any 
untrue  statement  of  a  material  fact  or 
that  any  provision  of  any  such  agree¬ 
ment  has  been  violated  he  may  revoke 
such  permit. 

fc)  An  exemption  of  a  shipment  or 
other  delivery  under  paragra^  (a)  of 
this  section,  in  case  the  person  who  in-  ' 
troduced  such  shipment  or  delivery  into 
.interstate  commerce  is  the  operator  of 
such  establishment,  shall  become  void 
at  the  beginning  of  the  act  of  removing 
or  offering  to  remove  such  shipment  or 
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delivery  or  any  part  thereof  from  such 
establishment,  prior  to  its  use  in  the 
manufacture  of  another  drug,  unless  it 
is  exempt  under  section  801  (d)  of  the 
act. 

(d)  An  exemption  of  a  shipment  or 
other  delivery  under  paragraph  (a)  of 
this  section,  in  case  the  person  who  in¬ 
troduced  such  shipment  or  delivery  into 
Interstate  commerce  is  not  the  operator 
of  such  establishment,  shall  expire  at 
the  beginning  of  the  act  of  removing  or 
offering  to  remove  such  shipment  or 
delivery  or  any  part  thereof  from  such 
establishment,  prior  to  its  use  in  the 
manufacture  of  another  drug,  unless  it 
is  exempt  under  section  801  (d)  of  the 
act. 

§  146.23  Exemptions  for  investigational 
use. 

(a)  A  shipment  or  other  delivery  of 
a  drug  shall  be  exempt  from  section 
502(1)  of  the  act  if  all  of  the  following 
requirements  are  complied  with: 

(1)  The  label  of  such  drug  bears  the 
batch  mark  and  the  statement  “Cau¬ 
tion:  Limited  by  Federal  law  to  investi¬ 
gational  use  only.** 

(2)  Such  shipment  or  delivery  is  made 
only  to,  and  solely  for  investigational  use 
by  or  under  the  direction  of,  an  expert 
qualified  by  scientific  training  and  ex¬ 
perience  to  investigate  the  safety  or 
efQcacy  of  such  drug. 

(3)  The  person  who  Introduced  such 
shipment  or  delivery  into  interstate  com¬ 
merce  keeps  complete  records  showing 
the  date,  quantity,  and  batch  mark  of 
each  such  shipment  and  delivery. 

(4)  Such  person,  prior,  to  making  such 
shipment  or  delivery,  obtains  a  statement 
signed  by  such  expert  showing  that  he 
has  adequate  facilities  for  the  investi¬ 
gation  to  be  conducted  by  him,  and  that 
such  drug  will  be  used  solely  by  him  or 
under  his  direction  for  the  investigation. 
Such  person  shall  keep  such  statement. 
This  subparagraph  shall  not  apphr  when 
such  shipment  or  delivery  is  made  to  an 
agency  of  the  Government  of  the  United 
States  (including  the  National  Research 
Council)  or  to  .any  State  or  municipality 
whose  official  functions  involve  investi¬ 
gations  of  such  drugs  by  such  experts. 

(5)  Such  person  makes  all  dociunents 
referred  to  in  subparagraphs  (3)  and  (4) 
of  this  paragraph  available  to  any  officer 
or  employee  of  the  Food  and  Drug  Ad¬ 
ministration  at  any  resisonable  hour 
within  three  years  after  the  date  of  such 
shipment  or  delivery. 

(b)  A  shipment  or  other  delivery  of 
a  drug  which  is  being  imported  or  offered 
for  import  into  the  United  States  shall 
be  exempt  from  section  502  (1)  of  the 
act  if  all  the  following  requirements  are 
complied  with: 

(1)  The  label  of  such  drug  bears  the 
batch  mark  and  the  statement  “Cau¬ 
tion:  Limited  by  Federal  law  to  investi¬ 
gational  use  only." 

(2)  The  importer  of  such  shipments  or 
deliveries  is  an  agent  of  the  foreign  ex¬ 
porter.  residing  in  the  United  States,  or 
the  operator  of  an  estabUstunent  in 
the  United  States  which  has  facilities  for 
regularly  investigating  the  safety  or 
efficacy  of  such  drugs,  which  facilities 
are  manned  by  experts  qualified  by 
scientific  training  and  experience  to 
conduct  such  investigation. 


(3)  Such  operator  uses  such  drug 
solely  for  such  investigation  in  such 
establishment,  or  such  operator  or  agent 
otherwise  disposes  of  such  drug  only  to, 
and  solely  for.  investigational  use  by  or 
under  the  direction  of  such  an -expert 
other  than  one  m  such  an  establishment. 

(4)  Such  importer,  prior  to  disposing 
of  any  of  such  drug  to  such  an  expert, 
obtains  a  statement  signed  by  such  ex¬ 
pert  showing  that  he  has  adequate 
facilities  for  the  investigation  to  be 
conducted  by  him,  and  that  sUch  drug 
will  be  used  solely  by  him  or  under  his 
direction  for  the  investigation.  Such 
Importer  shall  ‘keep  such  statement. 
This  subparagraph  shall  not  apply  to  any 
shipment  or  delivery  or  part  thereof 
disposed  of  by  such  importer  to  an 
agency  of  the  Government  of  the  United 
States  (including  the  National  Research 
Council)  or  to  any  State  or  municipality 
whose  official  functions  involve  investi¬ 
gations  of  such  drugs  by  such  experts. 

(5)  Such  importer 'Who  introduced 
such  shipment  or  delivery  into  interstate 
commerce  keeps  complete  records  show¬ 
ing  the  date,  quantity,  and  batch  mark-^ 
of  each  such  shipment  and  delivery. 

1[6)  Such  importer  makes  all  docu¬ 
ments  referred  to  in  subparagraphs  (4) 
and  (5)  of  this  paragraph  available  to 
any  officer  or  employee  of  the  Food  and 
Drug  Administration  at  any  reasonable 
hour  within  3  years  after  the  date  of 
such  shipment  or  delivery  by  such 
importer. 

(c)  An  exemption  imder  paragraph 

(a)  or  (b)  of  this  section  shall  become 
void  ab  initio  if  any  record  or  statement 
required  by  such  paragraph  to  be  kept 
and  made  available  for  inspection  is  not 
kept  or  made  available  as  so  required. 

(d)  An  exemption  under  paragraph 

(a)  or  (b)  of  this  section  shall  expire 
with  respect  to  any  exempted  shipment 
or  delivery  or  part  thereof  which  has 
been  supplied  to  an  expert  who  has 
signed  the  statement  referred  to  in 
paragraph  (a)  (4)  or  (b)  (4)  of  this  sec¬ 
tion  and  which  is  used  otherwise  than  in 
accordance  with  such  signed  statement. 

(e)  An  exemption  under  paragraph 

(b)  of  this  section  shall  become  void  ab 
initio  if  the  exempted  shipment  or  de¬ 
livery  or  any  part  thereof  is  dispe^ed  of 
otherwise  than  as  provided  by  subpara¬ 
graph  (3)  of  such  paragraph. 

(f)  No  exemption  under  paragraph 

(b)  of  this  section  shall  apply  to  any 
shipment  or  delivery  to  such  importer  if 
such  importer,  within  3  years  prior  to  the 
offering  of  such  shipment  or  delivery  for 
import,  has  caused  an  exemption  to  be¬ 
come  void  as  provided  by  paragraph  (c) 
or  (e)  of  this  section. 

§  146.24  Penicillin  powder  for  diagnos¬ 
tic  use ;  streptomycin  powder  for 
diagnostic  use;  dihydrostreptomycin 
powder  for  diagnostic  use;  cUortetra- 
cycline  hydrochloride  Mwder  for 
^agnostic  use;  tetracydine  hydro- 
•  chloride  powder  for  diagnostic  use; 
chloramphenicol  powder  for  diag¬ 
nostic  use;  hacitracin  powder  for 
diagnostic  use. 

Choss-Referencss  ;  For  tests,  and  methods 
of  assay  and  certification  of  antibiotic  sensi¬ 
tivity  discs  for  laboratory  diagnosis  of  dis¬ 
ease,  see  ii  147.1  and  147.2  of  this  chapter. 

Dry  powder  of  penicillin,  streptomy¬ 
cin,  dihydrostreptomycin,  chlortetracy- 


cline  hydrochloride,  tetracycline  hydro¬ 
chloride,  chloramphenicol,  or  bacitracin, 
with  or  without  suitable  buffer  sub¬ 
stances  and  diluents,  packaged  for  dis¬ 
pensing  and  intended  for  use  solely  in 
laboratory  procedures  in  connection  with 
the  diagnosis  or  treatment  of  disease  and 
conspicuously  so  labeled  ^all  be  exempt 
from  the  certification  requirements  of 
sections  502(1)  and  507  of  the  act  if  each 
complies  with  all  of  the  following  condi¬ 
tions: 

(a)  The  potency  and  moisture  content 
of  the  antibiotic  used  in  the  manufac¬ 
ture  of  the  powder  and  the  moisture 
content  of  the  powder  comply  with  the 
standards  prescribed  for  the  antibiotic 
by  §§  146a.24.  146b  101,  146b.l03.  146c.- 
201,  146C.218.  146d.301.  and  146e.401  of 
this  chapter. 

(b)  It  is  packaged  in  immediate  con¬ 
tainers  that  are  tight  containers  as  de¬ 
fined  by  the  U.S.P.  Each  such  container 
shall  contain  not  less  than  10  milligrams. 

(c)  Each  package  bears  on  the  label 
or  labeling  of  its  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 
following: 

(1)  The  statement  “Diagnostic  re¬ 
agent.  For  professional  use  only;” 

(2)  The  number  of  millig'‘ams  or 
grams  contained  in  each  immediate  con¬ 
tainer  and  the  potency  per  milligram. 

(3)  The  batch  mark. 

(4) '  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  does  not  exceed  the 
expiration  date  authorized  for  the  anti¬ 
biotic  salt  by  this  chapter. 

(d)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
directions  adequate  for  the  use  of  such 
drug. 

§  146.25  Antibiotic  drugs  for  use  in 
medicated  animal  feed  (antibiotic 
medicated  feed  premixes;  antibiotic 
me^cated  feed  concentrates  that 
must  be  diluted  with  feed  ingredients 
before  they  are  fed). 

Any  certifiable  antibiotic  drug  subject 
to  the  regulations  in  this  chapter  or  any 
combination  of  two  or  more  such  drugs, 
with  or  without  those  ingredients  spec¬ 
ified  in  §  146  26,  intended  for  use  solely 
as  an  ingredient  in  the  manufacture  of 
animal  feed  and  conspicuously  so  labeled 
shall  be  exempt  from  the  requirements 
of  sections  502(1)  and  507  of  the  act  if 
it  complies  with  the  following  conditions: 

(a)  It  contains  one  or  more  suitable 
denaturants  that  make  it  unfit  for  hu-; 
man  use ;  and 

(b)  Its  labeling  is  such  that  animal 
feed  mixed  according  to  the  directions 
contained  therein  complies  with  the  re¬ 
quirements  of  §  146.26. 

(c)  It  contains  no  substance  for  which 
S  146.26  requires  exemptions  from  cer¬ 
tification  of  the  medicated  feeds  in  which 
it  is  used  as  an  ingredient,  unless  prior 
to  shipment  in  commerce: 

(1)  The  manufacturer  obtained  a  per¬ 
mit  from  the  Commissioner  issued  under 
the  provisions  of  §  146.22  authorizing 
shipment  for  manufacturing  use  to  such 
establishment,  or 

(2)  The  operator  of  the  establishment 
where  such  drug  is  to  be  mixed  or  di¬ 
luted  meets  all  the  conditions  for  ex¬ 
emption  from  certification  of  the  medi¬ 
cated  feed  established  by  the  applicable 
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provisions  of  1 146^6,  including  when 
required,  the  submisrion  to.  and  accept¬ 
ance  by  ttie  Conunissioner  of  adequate 
information  of  the  Und  required  by 
S  146.7,  to  establish  the  safety  and  effi¬ 
cacy  of  the  finished  medicated  feed  and 
to  guarantee  its  identity,  strength,  qual¬ 
ity,  and  purity. 

§  146.26  Animal  feed  containing  peni« 
cillin;  animal  feed  containing  strep¬ 
tomycin;  animal  feed  containing  di- 
hydrostreptomjcin ;  animal  feed  con¬ 
taining  chlortcCracycline;  animal 
feed  eontaining  tetracycline;  animal 
feed  containing  bacitracin;  animal 
feed  containing  feed  grade  zinc  baci¬ 
tracin;  animal  feed  containing  baci¬ 
tracin  metbylene  disalicylate. 

Animal  feed  containing  penicillin, 
streptomycin,  dihydrostreptomycin, 
chlortetracycline,  tetracycline,  baci¬ 
tracin,  feed  grade  zinc  bacitracin,  or 
bacitracin  methylene  disalicylate,  or  any 
combination  of  two  or  more  of  these,  with 
or  without  added  suitable  vitamin  sub¬ 
stances,  shall  be  exempt  from  the  re¬ 
quirements  of  sections  502(1)  and  507  of 
the  act  under  the  conditions  set  forth 
in  any  one  of  the  following  paragraphs 
of  this  section: 

(a)  It  is  intended  for  use  solely  as  an 
animal  feeding  supplement,  it  is  con¬ 
spicuously  so  labeled,  and  it  is  manufac¬ 
tured  with  or  without  one.  but  only^ne, 
of  the  following  ingredients  in  a  quan¬ 
tity.  by  weight  of  feed,  as  hereinafter 
indicated: 

(1)  Arsanilic  acid:  Not  less  than  0.005 
percent  and  not  more  than  0.01  percent. 

(2)  Sodium  arsanilate:  Not  less  than 
0.005  percent  and  not  more  than  0.01 
percent. 

(3)  3-Nitro-4-hydroxyphenol  arsonic 
acid:  Not  less  than  0.0025  percent  and 
not  more  than  0.0075  percent. 

(4)  Furazolidone:  0.00083  percent. 

(5)  Furazolidone  0.00083  percent  with 
or  without  nitrofurazone  0.0056  percent 
and/or  3-nitro-4-hydroxyphenylarsonic 
acid  not  less  than  0.0025  percent  and 
not  more  than  0.0075  percent. 

(b)  It  is  intended  for  use  in  the  condi¬ 
tions  set  forth  in  any  one  of  the  follow¬ 
ing  sul^iaragraphs  of  this  paragraph: 

(1)  It  is  intended  for  use  solely  in  the 
prevention  of  coccidiosis  outbreaks  in 
poultry  fiocks,  its  labeling  bears  adequate 
directions  and  warnings  for  such  use. 
and  it  contains  one.  but  only  one.  of  the 
following  ingredLnts  in  a  quantity,  by 
weight  of  feed,  as  hereinafter  indicated: 

(I)  Sulf aquinoxaline :  Not  less  thin 
0.0125  percent  (or  if  it  is  intended  solely 
for  the  preventiem  of  the  intestinal  coc- 
ci(lia  E.  acervaUna  in  poultry  lasring 
fiocks,  not  less  than  0.005  percent)  and 
not  more  than  0.025  percent. 

(II)  Nitrophenlde:  Not  less  than 
0.0125  percent  and  not  more  than  0.025 
percent. 

(Hi)  Nitrofurazone:  0.0056  percent. 

(iv)  N*-acetyl-N*-(4-nitrophenyl)  sul- 
'  fanllamlde  0.03  percent  and  3-nitro-4- 
hydroxyphenylarsonic  acid  0.000  per¬ 
cent 

(V)  Furazolidone  0.00083  percent, 
nitrofurazone  0.0056  percent  with  or 
.without  3-nitro-4-hydroxyphenylarsonic 
acid  not  less  than  0.0025  percent  and  not 
more  than  0.0075  percent 


(2)  It  is  intended  for  use  solely  in  the 
control  of  coccidiosis  outbreaks  in  poul¬ 
try  flocks,  its  labeling  bears  adequate 
directions  and  warnings  for  such  use,  and 
it  contains  one.  but  only  one,  of  the  fol¬ 
lowing  ingredients  in  a  quantity,  by 
weight  of  feed,  as  hereinafter  indicated: 

(i)  Sulf  aquinoxaline:  Not  less  than 
0.033  percent  and  not  more  than  0.10 
percent. 

(ii)  Nitrophenlde:  0.05  percent. 

(iii)  Nitrofurazone:  0.0112  percent. 

(3)  It  is  intended  for  use  solely  in  the 
prevention  of  outbreaks  of  histomoniasis 
("blackhead”)  in  turkey  flocks,  its  label¬ 
ing  bears  adequate  directions  and  warn¬ 
ings  for  such  use,  and  it  contains  one, 
but  only  one,  of  the  following  ingredients 
in  a  quantity,  by  weight  of  feed,  as  here¬ 
inafter  indicated: 

(1)  2-Amino-5-nitrothlazole:  0.05  per¬ 
cent. 

(ii)  4-Nitrophenylarsonic  acid:  0.025 
percent. 

(4)  It  is  intended  for  use  solely  in  the 
control  of  outtoeaks  of  histomoniasis 
("blackhead”)  in  turkey  flocks,  its  label¬ 
ing  bears  adequate  directions  and  warn¬ 
ings  for  such  use.  and  it  contains  2- 
amino-5-nitrothiazole  in  a  quantity,  by 
weight  of  feed,  of  0.10  percent. 

(5)  It  Is  intended  for  use  solely  as  an 
anthelmintic  for  poultry  or  swine,  its 
labeling  bears  adequate  directions  and 
warnings  for  such  use,  and  it  contains 
one,  but  only  one,  of  the  following  in¬ 
gredients  in  a  quantity,  by  weight  of 
feed,  as  hereinafter  indicated : 

(i)  di-N-Butyl  tin  dilaurate  0.07  per¬ 
cent,  nicotine  0.03  percent,  and  pheno- 
thiazine  0.29  percent. 

(ii)  Nicotine  0.067  percent,  pheno- 
thiazine  0.60  percent,  and  2,2'dihydroxy- 
5,5'dichlorodiphenylmethane  0.28  per¬ 
cent. 

(iii)  Phenothiazine,  not  less  than  0.3 
percent  and  not  more  than  1.0  percent, 
and  nicotine,  not  less  than  0.03  percent 
and  not  more  than  0.07  percent. 

(iv)  Phenothiazine,  not  less  than  0.3 
percent  and  not  more  than  1.0  percent. 

(v)  Nicotine,  not  less  than  0.03  per¬ 
cent  and  not  more  than  0.07  percent. 

(vi)  Sodium  fluoride  0.3  percent  and 
sodium  sulfate  2.0  percent. 

(vii)  Cadmiiun  anthranilate,  0.044 
percent. 

(viii)  Cadmium  oxide,  0.015  percent. 

(ix)  Sodium  fluoride,  not  less  than  0.5 
percent  and  not  more  than  1.0  percent. 

(x)  Piperazine  dihydrochloride,  not 
less  than  0.18  percent  and  not  more  than 
0.72  percent  (piperazine  base  b.l  percent 
to  0.4  percent) . 

(xi)  Piperazine  phbsphate  monohy¬ 
drate,  not  less  than  0.23  percent  and  not 

-  more  than  0.92  percent  (piperazine  base 
0.1  percent  to  0.4  percent) . 

(xii)  Piperazine  sulfate,  not  less  than 
0.21  perc^t  and  not  more  than  0.85  per¬ 
cent  (piperazine  base  0.1  percent  to  0.4 
percent) . 

(xiii)  Piperazine  monohydrochloride, 
not  less  than  0.13  percent  and  not  more 
than  0.52  percent  (piperazine  base  0.1 
percent  to  0.4  percent) . 

(xiv)  di-N-Butyl  tin  dilaurate  0.07 
percent,  piperazine  sulfate  0.12  percent, 
and  phenothiazine  0.29  percent. 


(6)  It  is  intended  for  use  solely  in  the 
prevention  of  chronic  respiratory  dis¬ 
ease  (air-sac  infection)  and  hexamitiasls 
in  poultry,  bacterial  swine  enteritis, 
and/or  bacterial  calf  diarrhea;  its  label¬ 
ing  bears  adequate  directions  and  warn¬ 
ings  for  such  use,  and  it  contains,  per 
ton  of  feed,  not  less  than  50  grams  oi 
chlortetrac3rcline  or  oxytetracycline  or  a 
combination  of  such  drugs;  or,  if  it  is 
intended  for  use  solely  as  an  aid  in  the 
prevention  of  bacterial  swine  enteritis, 
it  contains  a  combination  of  37.5  grams 
of  streptomycin  and  7.5  grams  of  peni¬ 
cillin  per  ton  of  feed.  If  it  contains  not 
less  than  100  grams  of  chlortetracycline 
or  oxytetracycline  or  a  combination  of 
such  drugs  per  ton  of  feed,  it  may  also 
be  represented  for  use  as  an  aid  in  the 
prevention  of  synovitis  in  poultry. 
When  intended  for  the  uses  specified  in 
this  subparagraph,  it  may  also  contain, 
in  the  amount  specified,  one,  but  only 
one,  of  the  ingredients  prescribed  by 
paragraph  (a)  of  this  section. 

(7)  (i)  It  is  intended  for  use  solely  as  a 
treatment  for  chronic  respiratory  dis¬ 
ease  (air-sac  infection),  infectious  si¬ 
nusitis,  blue  comb  (nonspecific  infectious 
enteritis,  mud  fever) ,  and  hexamitiasls  in 
poultry,  and/or  bacterial  swine  enteritis; 
its  labeling  bears  adequate  dir^tions  and 
warnings  for  such  use;  and  it  contains, 
per  ton  of  feed,  not  less  than  100  grams 
of  chlortetracycline  or  oxytetracycline 
or  a  combination  of  such  drugs  or  not 
less  than  75  grams  of  streptomycin  and 
15  grams  of  penicillin.  If  it  contains  not 
less  than  200  grams  of  chlortetracycline 
or  oxytetracycline  or  a  combination  of 
such  drugs  per  ton  of  feed,  it  may  also 
be  represented  for  use  as  an  aid  in  the 
control  of  ssmovitis  in  poultry.  When 
intended  for  the  uses  specified  in  this 
subparagraph,  it  may  also  contain,  in  the 
amount  specified,  one,  but  only  one,  of 
the  ingredients  prescribed  by  paragraph 
(a)  of  this  section.  If  it  is  intended  for 
use  solely  in  poultry,  it  may  contain  0.1 
percent  of  para-aminobenzoic  acid  or 
the  sodium  or  potassium  salt  of  para- 
aminobenzoic  acid;  or  if  it  is  intended 
for  continuation  of  coccidiosis  preven¬ 
tion  it  shall  contain,  in  the  amount  spec¬ 
ified,  one  of  the  ingredients  prescribed 
by  subparagraph  (1)  of  this  paragraph. 

If  it  is  intended  for  use  solely  in  the 
treatment  of  the  diseases  of  chickens 
described  in  this  subparagraph,  it  con¬ 
tains,  per  ton  of  feed,  not  less  than  100 
grams  and  not  more  than  200  grams  of 
chlortetracycline  and  it  contains  not  less 
than  0.4  percent  and  not  more  than  0.8 
percent  of  dietary  calcium,  then  repre¬ 
sentations  may  be  made  in  its  labeling 
to  the  effect  that  the  reduced  amount  of 
calcium  aids  in  increasing  the  concen¬ 
trations  of  the  antibiotic  in  the  blood  of 
treated  birds;  the  labeling  of  such  medi¬ 
cated  feed  shall  include  that  required  by 
§  121.208  of  this  chapter. 

(ii)  It  is  also  intended  for  use  in  the 
prevention  and  control  of  coccidiosis  in 
chickens  caused  by  R  tenella  and  E.  / 
necatrlx;  its  labeling  bears  ade<iua;te  di¬ 
rections  and  warnings  for  such  use  (in¬ 
cluding  the  directions  and  warnings 
required  by  subdivision  (i)  of  this  sub- 
paragraph),  and  it  contains,  per  ton 
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of  feed,  200,  grams  of  chlortetracycline 
and  0.8  percent  of  dietary  calcium. 

(iii)  It  is  also  intended  for  use  in  the 
treatment  of  coccidiosis  in  chickens 
caused  by  E.  tenella  and  E.  necatrix;  its 
labeling  bears  adequate  directions  and 
warnings  for  such  use  (including  the 
directions  and  warnings  required  by  sub¬ 
division  (i)  of  this  subparagraph) ;  and 
it  contains,  per  ton  of  feed,  200  grams  of 
chlortetracycline  and  0.4  percent  to  0.55 
percent  of  dietary  calcium. 

(8)  It  is  intended  for  use  solely  in  the 
prevention  of  coccidiosis  and  hexa- 
mitiasis  outbreaks  in  turkey  flocks,  its 
labeling  bears  adequate  directions  and 
warnings  for  such  use,  and  it  contains 
di-N-butyl  tin  dilaurate  in  a  quantity,  by 
weight  of  feed,  of  0.0375  percent. 

(9)  It  is  intended  for  use  solely  in 
the  prevention  of  chronic  respiratory  dis¬ 
ease  (air-sac  infection) ,  infectious  sinus¬ 
itis,  and  blue  comb  (nonspecific  infec¬ 
tious  enteritis)  in  poultry  and/or  bacte¬ 
rial  swine  enteritis;  its  labeling  bears 
adequate  directions  and  warnings  for 
such  use,  and  it  contains,  per  ton  of  feed, 
the  equivalent  of  not  less  than  50  grams 
of  bacitracin  or  50  grams  of  penicillin 
(unless  it  is  intended  for  bacterial  swine 
enteritis)  or  50  grams  of  a  combination 
of  the  two  drugs,  except  that  if  it  con¬ 
tains  the  combination  drug  and  it  is  in¬ 
tended  for  the  prevention  of  bacterial 
swine  enteritis  it  shall  contain  the  equiv¬ 
alent  of  not  less  than  25  grams  of 
bacitracin.  When  intended  for  the  uses 
specifled  in  this  subparagraph,  it  may 
also  contain,  in  the  amount  specifled, 
one,  but  only  one,  of  the  ingredients  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(10)  It  is  intended  for  use  solely  in 
the  treatment  of  chronic  respiratory  dis¬ 
ease  (air-sac  infection),  infectious  sinus¬ 
itis,  and  blue  comb  (nonspeciflc  infec¬ 
tious  enteritis)  in  poultry  and/or  bacte¬ 
rial  swine  enteritis;  its  labeling  bears  ad¬ 
equate  directions  and  warnings  for  such 
use.  and  it  contains,  per  ton  of  feed,  the 
equivalent  of  not  less  than  100  grams 
of  bacitracin  or  100  grams  of  penicillin 
(unless  it  is  intended  for  bacterial  swine 
enteritis)  or  100  grams  of  a  combination 
of  the  two  drugs,  except  that  if  it  con¬ 
tains  the  combination  druu  and  it  is 
intended  for  the  treatment  of  bacterial 
swine  enteritis  it  shall  contain  the  equiv¬ 
alent  of  not  less  than  50  grams  of 
bacitracin.  When  intended  for  the  uses 
specifled  in  this  subparagraph,  it  may 
also  contain,  in  the  amount  specifled, 
one,  but  only  one,  of  the  ingredients  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(11)  It  is  intenoed  for  use  solely  as  a 
treatment  for  bacterial  swine  enteritis 
caused  by  Salmonella  choleraesuis,  its 
labeling  bears  adeq;uate  directions  and 
warnings  for  such  use,  and  it  contains 
nitrolurazone  in  a  quantity,  by  weight 
of  feed,  of  0.05C  percent. 

(12)  It  is  intended  for  use  solely  in  the 
prevention  of  coccidiosis,  chronic  re¬ 
spiratory  disease  (air-sac  infection)  and 
hexamitiasis  in  poultry;  its  labeling 
bears  adequate  directions  and  warnings 
for  such  use;  and  it  contains,  in  the 
amount  specifled,  one  of  the  ii^redients 
prescribed  by  subparagraph  (1)  of  this 
paragraph  smd  not  less  than  50  grams  of 
chlortetracycline  per  ton  of  feed.  When 


intended  for  such  uses  it  may  also  con¬ 
tain  oxytetracycline  in  a  quantity  not 
less  than  50  grams  per  ton  of  feed. 

(13)  It  is  intended  for  use  solely  in 
the  prevention  or  treatment  of  chronic 
respiratory  disease  (air-sac  infection) 
and  infectious  sinusitis  in  poultry;  its 
labeling  bears  adequate  directions  and 
warnings  for  such  use;  and  it  contains 
not  less  than  0.1  percent  para-amino- 
benzoic  abid  or  the  sodium  or  potassium 
salt  of  para-aminobenzoic  acid. 

(14)  It  is  intended  solely  as  an  aid 
in  the  prevention  and  control  of  losses 
due  to  low-grade  bacterial  enteritis  in 
mink;  its  labeling  bears  adequate  direc¬ 
tions  and  warnings  for  such  use;  and  it 
contains  not  less  than  5.7  grams  of 
chlortetracycline,  1.0  gram  of  bacitracin, 
and  0.75  gram  of  penicillin  (with  or 
without  oxsrtetracycline)  per  ton  of 
feed. 

.  (15)  It  is  intended  for  use  solely  as 
an  aid  in  the  prevention  or  treatment 
or  to  lessen  the  morbidity  in  poultry  in 
outbreaks  of  fowl  tjq^hoid,  pullorum.  the 
parat3rphoids,  infectious  arthritis  due  to 
a  Alterable  agent,  histomoniasis  (black¬ 
head)  .  hexamitiasis,  quail  disease  (ulcer-  ’ 
ated  enteritis) ,  paracolon  infection, 
avian  infectious  hepatitis,  and  coccidi¬ 
osis.  its  labeling  bears  adequate  direc¬ 
tions  and  warnings  for  such  use;  and  it 
contains  the  following  quantities  of  fura¬ 
zolidone,  by  weight  of  feed,  for  the  con¬ 
ditions  indicated: 

(i)  For  the  prevention  of  fowl  tsrphoid, 
pullorum,  and  the  paratsrphoids  in  birds 
older  than  2  weeks:  0.0055  percent. 

(ii)  For  the  prevention  of  the  diseases 
listed  in  subdivision  (i)  of  this  sub- 
paragraph  in  birds  younger  than  2  weeks, 
and  for  the  treatment  of  these  same  con¬ 
ditions  in  birds  regardless  of  age:  0.011 
percent. 

(iii)  For  the  prevention  of  histomoni¬ 
asis  (blackhead)  paracolon  infection  and 
infectious  arthritis  due  to  a  filterable 
agent,  and  for  the  prevention  and  treat¬ 
ment  of  hexamitiasis,  and  quail  disease 
(ulcerative  enteritis) :  0.011  percent. 

(iv)  For  the  treatment  of  histomoni¬ 
asis  (blackhead)  paracolon  infection, 
and  avian  infectious  hepatitis  of  chick¬ 
ens,  and  to  lessen  the  morbidity  in  nut- 
breaks  of  infectious  arthritis  due  to  a 
filterable  agent:  0.022  peibent. 

(v)  For  the  prevention  of  coccidiosis 
in  chickens:  0.0055  percent. 

(Vi)  For  the  control  of  coccidiosis  in 
chickens:  0.011  percent. 

(16)  (i)  It  is  intended  for  use  solely 
in  the  prevention  of  chronic  respiratory 
disease  (air-sac  infection) ;  its  labeling 
bears  adequate  directions  and  warnings 
for  such  use.  and  it  contains  not  less  than 
50  grams  of  chlortetracycline  or  oxy¬ 
tetracycline  or  a  combination  of  these 
two  drugs  per  ton  of  feed.  When  in¬ 
tended  for  such  use.  it  may  also  contain 
the  equivalent  of  not  less  than  50  grams 
of  bacitracin  per  ton  of  feed. 

(ii)  It  is  also  intended  for  the  preven¬ 
tion  or  treatment  of  the  diseases  of 
poultry  specified-  in  subparagraph  (15) 
of  this  paragraph;  it  contains  one  of  the 
ingredients  in  the  amount  and  under  the 
conditions  set  forth  in  subdivision  (1)  of 
this  subparagraph;  and  it  contains  fura¬ 


zolidone  in  the  amount  specifled  in  sub- 
paragraph  (15)  of  this  paragraph. 

(17)  (i)  It  is  intended  for  use  solely 
as  an  aid  in  the  treatment  of  chronic 
respiratory  disease  (air-sac  infection), 
infectious  sinusitis,  blue  comb  (nonspe¬ 
ciflc  infectious  enteritis,  mud  fever)  in 
poultry;  its  labeling  bears  adequate  di¬ 
rections  and  warnings  for  such  use;  and 
it  contains  not  less  than  100  grams  of 
chlortetracycline  or  oxytetracycline  or  a 
combination  of  these  two  drugs  per  ton 
of  feed.  When  intended  for  such  use, 
it  may  also  contain  the  equivalent  of  not 
less  than  100  grams  of  bacitracin  per  ton 
of  feed. 

(ii)  It  is  also  intended  for  the  pre¬ 
vention  or  treatment  of  the  diseases  of 
poultry  specifled  in  subparagraph  (15) 
of  this  paragraph;  it  contains  one  of  the 
ingredients  in  the  amount  and  under  the 
conditions  set  forth  in  subdivision  (i> 
of  this  subparagraph;  and  it  contains 
furazolidone  in  the  amount  specifled  In 
subparagraph  (15)  of  this  paragraph. 

(18)  (i)  It  is  intended  for  use  solely  In 
the  prevention  of  outbreaks  of  cocci¬ 
diosis.  in  poultry  flocks,  and  it  contains 
nicarbazin  (4.4'-dinitrocarbanilide  com¬ 
plex  with  2-hydroxy-4-6-dimethylpyrim- 
idine)  in  a  quantity,  by  weight  of  feed, 
of  not  less  than  0.01  percent  and  not 
more  than  0.02  percent,  or  arsenoso- 
benzene  in  a  quantity,  by  weight  of 
feed,  of  0.002  percent,  or  2,4-diamino-5- 
(p-chlorophenyl)  -6-ethylpyrimidine  in  a 
quantity,  by  weight  of  feed,  of  0.00075 
percent  and  sulfaquinoxaline  in  a  quan¬ 
tity,  by  weight  of  feed,  of  0.0075  percent, 
or  2,2'dihydroxy-3,3',5.5'-tetrachlorodi- 
phenyl  sulfide  (bithionol)  0.05  percent 
and  4,6-diamino-l-(4-methylmercapto- 
phenyl) -1,2-dihydro- 2,2  -  dimethyl-1,3,5- 
triazine  hydrochloride  (methiotriaza- 
mine)  0.01  percent;  and  there  has  been 
submitted  to  the  Commissioner,  in  trip¬ 
licate.  adequate  information  of  the  kind 
described  in  §  146.7  to  establish  the  safety 
and  efficacy  of  the  article  and  to  guaran¬ 
tee  its  identity,  strength,  quality,  and 
purity.  The  exemption  shall  expire  at 
the  beginning  of  any  act  changing  the 
composition  or  labeling  of  such  drug  or 
the  methods  used  in  its  manufacturing, 
processing,  or  packaging  or  the  facilities 
and  controls  used  for  such  manufactur¬ 
ing,  processing,  or  packaging,  imless  the 
person  who  obtained  the  exemption  has 
submitted  to  the  Commissioner,  in  tripli¬ 
cate,  amended  information  describing 
such  proposed  changes,  and  such 
amendment  has  been  accepted  by  the 
Commissioner. 

(ii)  It  is  also  intended  for  the  preven¬ 
tion  or  treatment  of  the  diseases  of 
poultry  specifled  in  subparagraphs  (6) 
and  (7)  and/or  (9)  and  (10)  or  (16)  and 
(17)  of  this  paragraph,  it  contains  one  of 
the  ingredients  in  the  amount  and  under 
the  conditions  set  forth  in  subdivision  (i) 
of  this  subparagraph,  and  it  contains  the 
ingredients  in  the  amounts  specifled  in 
subparagraphs  (6)  and  (7)  and/or  (9) 
and  (10)  or  (16)  and  (17)  of  this  para¬ 
graph.  except  that  the  coccidiostat  shall 
be  only  one  of  those  specifled  in  subdivi¬ 
sion  (i)  of  this  subparagraph. 

(iii)  It  is  intended  for  use  in  the  dis¬ 
eases  specifled  in  subdivisions  (i),  (ii) 
and  (iv)  of  this  subparagraiRi,  it  con- 
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tabis  InsTedlents  in  the  amounts  and 
under  the  conditions  specified  in  those 
subdirislons.  and  it  contains  one.  but 
only  one,  of  the  ingredients  prescribed  by 
paragrai^  (a)  of  this  section  and  in  the 
amoionts  specified  in  that  paragraph. 

*(iv)  It  is  also  intended  for  use  as  an 
adjunct  in  i^uclng  the  tapeworm  and 
large  roundworm  burden  of  chickens  so 
treated,  it  contains  2.2'-dih3rdroxy- 
3,3'.5,5.'-tetrachlo|:odit^enyl  sulfide  (bi« 
tMonol).  and  4.6-<liamino-l-(4-methyl- 
mercaptophenyl)  -1.2-d  i  h  y  d  r  o-2,2-di- 
methyl*l,3.5-t  r  1  a  z  1  n  e  hydrochloride 
(metMotriazamlne) .  in  the  amounts  and 
under  the  conditions  set  forth  in  sub¬ 
division  (i)  of  this  subparagraph. 

(19)  (i)  It  is  intended  for  use  solely  in 
tlie  prevention  or  control  of  outbreaks  of 
histomoniasis  '(’'blackhead")  in  tuiicey 
flocks,  and  it  contains  2-acetylamlno-5- 
nitrothiazole  in  a  quantity,  by  weight  of 
feed,  of  0.015  percent  if  intended  for  the 
prevention  of  the  disease,  or  0.05  percent 
if  intended  for  the  control  of  the  disease, 
and  there  has  been  submitted  to  the 
Commissioner,  in  triplicate,  adequate  in¬ 
formation  of  the  kind  described  in 
S  146.7  to  establish  the  safety  and  efficacy 
of  the  article  and  to  guarantee  its  iden¬ 
tity,  strength,  quality,  and  purity.  The 
exemption  shall  expire  at  the  beginning 
of  any  act  changing  the  composition  of 
such  drug,  or  the  methods  used  in,  and 
the  facilities  and  controls  used  for  its 
manufacturing,  processing,  and  packag¬ 
ing,  or  in  its  labeling,  unless  the  person 
who  obtained  the  exemption  has  sub¬ 
mitted  to  the  Commissioner,  in  tripli¬ 
cate,  amended  information  that  de¬ 
scribes  such  proposed  changes,  and  such 
amendment  has  been  accepted  by  the 
Commissioner. 

(ii)  It  is  intended  for  use  in  the  dis¬ 
ease  specified  in  subdivision  (i)  of  this 
subparagraph;  it  contains  the  ingredient 
in  the  amoimt  and  under  the  conditions 
specified  in  that  subdivision;  and  it  con¬ 
tains  one.  but  only  one,  of  the  ingredients 
prescribed  by  paragraph  (a)  of  this  sec¬ 
tion  and  in  the  amounts  specified  in  that 
paragraph. 

(20)  It  is  intended  as  an  aid  in  stimu¬ 
lating  growth,  the  prevention  of  cocci- 
diosis,  large  roundworms  and  tapeworms 
in  chickens  and  turkesrs  and  the  preven¬ 
tion  of  hexamitiasis  in  turkeys,  and  it 
contains  in  a  quantity,  by  weight  of  feed, 
acetyl  (p-nitrophenyl)  sulfanilamide 
0.03  percent,  dibutyl  tin  dilaurate  0.02 
percent,  dinitrodiphenylsulfonylethyl- 
enediamine  0.02  percent,  and  3-nitro-4- 
hydroxyphenylarsonic  acid  0.0075  per¬ 
cent. 

(21)  (1)  It  is  intended  for  promoting 
distribution  of  fat  in  chickens  and  tur¬ 
keys;  its  labeling  bears  adequate  direc¬ 
tions  and  warnings  for  such  use,  includ¬ 
ing  a  warning  against  its  use  in  laying 
hens  and  a  warning  that  its  use  must  be 
discontinued  24  hours  before  the  treated 
chickens  or  turkeys  are  slaughtered  for 
human  consumption;  and  it  contains 
dienestrol  diacetate  in  a  quantity,  by 
weight  of  feed,  of  not  less  than  0.0023 
percent  and  not  more  than  0.007  per¬ 
cent;  and  ttiere  has  been  submitted  to 
the  Ccunmlssioner,  in  triplicate,  adequate 
information  of  the  kind  described  in 
8  146.7  to  establish  the  safety  and  ef¬ 


ficacy  of  the  article  and  to  guarantee  its 
identity,  strength,  quality,  and  purity. 
The  exemption  shall  expire  at  the  be¬ 
ginning  of  any  act  changing  the  emn- 
posttion  or  labeling  ot  such  drug  or  the 
methods  used  in  and  the  facilities  and 
controls  used  tor  its  manufacturing, 
processing,  and  packaging,  or  in  its 
labeling,  unless  the  person  who  obtained 
the  exemption  has  submitted  to  the 
Commissioner,  in  triplicate,  ame'nded  in¬ 
formation  describing  such  proposed 
changes,  and  such  amendment  has  been 
accepted  by  the  Commissioner. 

(li)  It  is  also  intended  for  the  preven¬ 
tion  or  treatment  of  the  diseases  of 
poultry  specified  in  subparagraphs  (6) 
and  (7)  of  this  paragraph,  it  contains 
dienestrol  dlacetate  in  the  amoimts  and 
under  the  conditions  set  forth  in  sub¬ 
division  (i)  of  this  subparagraph,  and 
it  contains  the  antibiotics  in  the  amounts 
specified  in  subparagraphs  (6)  and  (7) 
of  this  paragraph. 

(iii)  It  is  also, intended  for  continua¬ 
tion  of  coccidiosis  prevention  in  poultry, 
it  contains  dienestrol  diacetate  in  the 
amounts  and  under  the  conditions  set 

'  forth  in  subdivision  (1)  of  th<s  subpara¬ 
graph.  and  it  contains  one,  but  only  one. 
of  the  ingredients  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph  and  in 
the  amounts  specified  in  that  subpara¬ 
graph.  or  it  contains  one,  but  only  one, 
of  the  coccidiostats  prescribed  by  sub- 
paragraph  (18)  of  tl^s  paragraph,  and 
in  the  amounts  specified  in  that  sub- 
paragraph. 

(iv)  It  is  also  intended  for  use  in  the 
prevention  of  outbreaks  of  histomo¬ 
niasis  (blackhead)  in  turkey  flocks,  it 
contains  dienestrol  diacetate  in  the 
amoimts  and  under  the  conditions  set 
forth  in  subdivision  (i)  of  this  paragraph, 
and  it  contains  one,  but  only  one.  of  the 
Ingredients  prescribed  by  subparagraph 
(3)  of  this  paragraph  and  in  the  amounts 
specified  in  that  subparagraph. 

(V)  It  is  also  Intended  for  the  pre¬ 
vention  or  treatment  of  the  diseases  of 
poultry  specified  in  subparagraph  (15)  of 
this  paragraph,  it  contains  dienestrol 
diacetate  in  the  amounts  and  under  the 
conditions  set  forth  in  subdivision  (i)  of 
this  subparagraph,  and  it  contains  fura¬ 
zolidone  hi  the  amounts  specified  in  sub- 
paragraph  (15)  of  this  paragraph. 

(vi)  It  is  intended  for  use  in  the  dis¬ 
eases  specified  in  subdivisions  (i),  (il), 
(iii) ,  (iv)  and  (v) ,  of  this  subparagraph, 
it  contains  ingredients  in  the  amounts 
and  under  the  conditions  specified  in 
those  subdivisions,  and  it  contains  one, 
but  onhr  one,  of  the  ingredients  pre¬ 
scribed  by  paragraph  (a)  of  this  section, 
and  in  the  amounts  specified  in  that 
paragraph.  If  it  contains  one  of  the 
arsenic  compoimds  prescribed  in  para¬ 
graph  (a)  of  this  section,  its  labeling 
must  bear  a  warning  that  it  must  be  dis¬ 
continued  5  days  (instead  of  24  hours 
as  required  in  this  subparagraph)  before 
the  treated  chickens  or  turke3rs  are 
slaughtered  for  human  consumption. 

(22)  (1)  It  is  intended  for  use  solely 
in  the  conllh)!  of  outbreaks  of  coccidio¬ 
sis  in  poultry  flocks  and  it  contains  in  a 
quantity,  bT  weight  of  feed,  not  less  than 
0.003  percent  and  not  more  than  0.006 
percent  of  2,4-diamino-5-(p-chloro- 


phenyl)  -6-ethylpyrimidine  and  not  less 
than  0.01  percent  and  not  more  than 
0.02  percent  of  sulfaquinoxaline,  and 
there  has  been  submitted  to  the  Com- 
missioxfsr,  in  triplicate,  the  information 
referred  to  in  8  146.7,  as  well  as  any 
additional  information  necessary  to 
establish  the  safety  and  efficacy  of  the 
article  and  to  guarantee  its  identity, 
strength,  quality,  and  purity.  The  ex¬ 
emption  shall  expire  at  the  beginning 
of  any  act  changing  the  composition  or 
labeling  of  such  drug  or  the  methods 
used  in  its  manufacturing,  processing, 
or  repackaging,  or  the  facilities  and  con¬ 
trols  used  for  such  manufacturing, 
processing,  or  repackaging,  unless  the 
person  who  obtains  the  exemption  has 
submitted  to  the  Commissioner,  in  trip¬ 
licate.  amended  information  describing 
such  proposed  changes  and  such  amend¬ 
ment  has  been  accepted  by  the  Commis¬ 
sioner. 

(ii)  It  is  intended  for  use  in  the  dis¬ 
ease  specified  in  subdivision  (i)  of  this 
subparagraph,  it.  contains  the  ingredi¬ 
ents  in  the  amounts  and  under  the  con¬ 
ditions  specified  in  that  subdivision,  and 
it  contains  one,  but  only  .one,  of  the^  in¬ 
gredients  prescribed  by  paragraph  (a) 
of  this  section  and  in  the  amounts  speci¬ 
fied  in  that  paragraph. 

(23)  It  is  intended  for  use  solely  as  an 
aid  in  the  reduction  of  losses  due  to 
enterotoxemia  in  sheep;  its  labeling 
bears  adequate  directions  and  warnings 
for  such  use;  and  it  contains  not  less 
than  20  grams  of  chlortetracycUne  per 
ton  of  feed. 

(24)  It  is  intended  for  use  in  the  main¬ 
tenance  of  weight  gains  of  swme  in  the 
presence  of  atrophic  rhinitis  or  as  an  aid 
m  reducing  the  incidence  of  cervical 
abscesses  in  swine ;  its  labeling  bears  ade¬ 
quate  directions  and  warnings  for  such 
use;  and  it  contains  not  less  than  50 
grams  of  chlortetracycUne  per  ton  of 
feed. 

(25)  It  is  intended  for  use  as  an  aid 
in  the  reduction  of  bacterial  diarrhea 
in  beef  cattle  or  as  an  aid  in  the  pre¬ 
vention  or  treatment  of  bacterial  pneu¬ 
monia  and  shipping  fever  (hemorrhagic 
septicemia)  or  as  an  aid  in  reduction  of 
losses  due  to  respiratory  infection  (in¬ 
fectious  rhinotracheitis-shipping  fever 
ccxqplex)  or  as  an  aid  in  the  prevention 
of  foot  rot  m  cattle  or  as  an  aid  m  the 
prevention  of  anaplasmosis  in  cattle  or 
as  an  aid  in  the  prevention  of  Uver 
abscesses  in  feed-lot  beef  cattle;  its 
labeling  bears  adequate  directions  and 
warnings  for  such  uses;  and  it  contains 
the  foUowing  quantities  of  chlortetra- 
cycline,  by  weight  of  feed,  for  the  con¬ 
ditions  indicated: 

(i)  For  the  prevention  of  anaplas¬ 
mosis:  0.5  mllUgram  per  pound  of  body 
weight  per  day. 

(ii)  For  the  prevention  of  foot  rot  in 
cattle;  0.1  miUigram  per  pound  of  body 
weight  per  day. 

'  (U)  For  the  prevention  or  treatment 

of  foot  rot  in  cattle:  0.1  milUgram  per 
pound  of  body  weight  per  day. 

(iU)  As  an  aid  in  the  reduction  of 
bacterial  diarrhea  in  beef  cattle:  0.1  mil¬ 
Ugram  per  pound  of  body  weight  per  day. 

(iv)  As  an  aid  in  the  prevention  or 
treatment  of  bacterial  pneiunonia  and 
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shipping  fever  (hemorrhagic  septicemia) 
or  as  an  aid  in  reduction  of  losses  due  to 
respiratory  infection  (infectious  rhino* 
tracheitis-shipping  fever  complex)  in 
cattle:  350  milligrams  per  head  per  day, 
except  that  if  it  is  Intended  for  use  for 
more  than  30  days  it  may  contain 
chlortetracycline,  in  a  quantity  by  weight 
of  feed  to  provide  70  milligrams  per  head 
per  day. 

(V)  As  an  aid  in  the  prevention  of 
liver  abscesses  in  feed-lot  beef  cattle:  70 
milligrams  per  head  per  day. 

(26)  (1)  It  is  intended  for  use  solely 
for  accelerating  weight  gains  in  beef 
cattle,  and  it  contains  a  quantity  of  di- 
ethylstilbestrol  adequate  to  provide  not 
more  than  10  milligrams  per  head  per 
day  when  fed  in  accordance  with  the 
directions  for  use  that  accompany  the 
feed,  and  there  has  been  submitted  to  the 
Commissioner,  in  triplicate,  adequate  in¬ 
formation  of  the  kind  described  in  S  146.7 
to  establish  the  safety  and  efficacy  of  the 
article  and  to  guarantee  its  identity, 
strength,  quality,  and  purity.  The  ex¬ 
emption  shall  expire  at  the  beginning  of 
any  act  changing  the  composition  or 
labeling  of  such  drug  or  the  methods 
used  in  its  manufacturing,  processing, 
packaging,  or  in  its  labeling,  unless  the 
person  who  obtained  the  exemption  hcus 
submitted  to  the  Commissioner,  in  trip¬ 
licate,  amended  information  describing: 
such  proposed  changes,  and  such  amend¬ 
ment  has  been  accepted  by  the  Commis¬ 
sioner. 

(ii)  it  is  also  Intended  for  the  preven¬ 
tion  or  treatment  of  the  diseases  speci¬ 
fied  in  subparagraph  (25)  of  this 
paragraph,  it  contains  diethylstilbestrol 
in  the  amount  and  under  the  conditions 
set  forth  in  subdivision  (1)  of  this  sub- 
paragraph,  and  it  contains  the  antibiotic 
in  the  amount  specified  in  subparagraph 
(25)  of  this  paragraph. 

(27)  It  is  intended  for  use  as  an  aid 
in  maintaining  or  increasing  egg  produc¬ 
tion,  hatchability  of  eggs,  prevention  of 
early  mortality  of  chicks  when  due  to 
organisms  that  are  sensitive  to  chlortetp 
racycline,  and  for  improving  feed  effi¬ 
ciency  as  related  to  egg  production;  its 
labeling  bears  adequate  directions  and 
warnings  for  such  use;  and  it  contains 
not  less  than  50  grams  of  chlortetra- 
cycline  per  ton  of  feed,  except  that  if  it 
is  Intended  for  use  in  the  presence  of 
disease  outbreaks  it  shall  contain  not  less 
than  100  grams  of  chlortetracycline  per 
ton  of  feed. 

(28)  It  is  intended  for  use  solely  as 
an  aid  in  the  prevention  or  control  of 
outbreaks  of  histomoniasis  (“black¬ 
head”)  in  poultry  flocks,  and  it  contains 
carbasone  in  a  quantity,  by  weight  of 
feed,  of  not  less  than  0.05  percent  and 
hot  more  than  0.1  percent  (except  that 
if  it  is  intended  for  prevention  of  his¬ 
tomoniasis  in  turkey  flocks  it  contains 
not  less  than  0.0375  percent)  and  there 
has  been  submitted  to  the  Commissioner, 
in  triplicate,  adequate  information  of 
the  kind  described  in  §  146.7  to  establish 
the  safety  and  efficacy  of  the  article  and 
to  guarantee  its  identity,  strength, 
quality,  and  purity.  The  exemption  shall 
expire  at  the  beginning  of  any  act  chang¬ 
ing  the  composition  of  such  drug,  or  the 
methods  used  in  and  the  facilities  and 
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controls  used  for  its  manufacturing, 
processing,  and  packaging,  or  in  its  label¬ 
ing,  unless  the  person  who  obtained  the 
exemption  has  submitted  to  the  Com¬ 
missioner,  in  triplicate,  amended  infor¬ 
mation  that  describes  such  proposed 
changes,  and  such  amendment  has  been 
accepted  by  the  Commissioner. 

(29)  It  is  intended  for  use  solely  as 
an  aid  in  reducing  the  incidence  of  bac- 
teriEd  diarrhea  in  laboratory  mice;  its 
labeling  bears  adequate  directions  and 
warnings  for  such  use;  and  it  contains 
not  less  than  100  grams  of  chlortetra¬ 
cycline  per  ton  of  feed. 

(30)  It  is  intended  for  use  as  an  aid 
in  maintaining  or  increasing  egg  produc¬ 
tion  of  chickens,  hatchability  of  eggs, 
prevention  of  early  mortality  of  chicks 
when  due  to  organisms  that  are  sensitive 
to  streptomycin  and  penicillin,  and  for 
improving  feed  efficiency  of  chickens  or 
turkeys;  its  labeling  bears  adequate  di¬ 
rections  and  warnings  for  such  use;  and 
it  contains,  per  ton  of  feed,  18.75  grams 
of  streptomycin  and  3.75  grams  of  peni¬ 
cillin;  except  that  if  it  is  intended  for 
use  in  ^he  presence  of  disease,  as  an  aid 
in  maintaining  or  increasing  hatchabil¬ 
ity  of  eggs,  or  for  the  prevention  of  early 
mortality  of  chicks,  it  contains  75  grams 
of  streptomycin  and  15  grams  of  peni¬ 
cillin  per  ton  of  feed. 

(31)  It  is  intended  for  use  in  nursing 
sows  to  stimulate  milk  flow;  it  contains 
100  milligrams  of  iodinatecl  casein  per 
pound;  and  its  labeling  bears  informa¬ 
tion  that  it  is  to  be  administered  as  the 
complete  ration  for  3  days  before  farrow¬ 
ing  and  imtil  pigs  are  weaned.  It  may 
also  be  intended  for  use  in  the  prevention 
or  treatment  of  bacterial  swine  enteritis 
if  it  contains  the  antibiotics  in  the 
amounts  prescribed  by  this  section  for 
that  disease. 

(32)  (i)  It  is  intended  for  use  as  an 
aid  in  the  control  of  infestation  of  large 
roimdworms  (Ascaris  suis) .  nodular 
worm  (Oesophagostemum  dentatum) , 
and  whipworm  (Trichuris  suis)  in 
swine;  its  labeling  bears  adequate  direc¬ 
tions  and  warning}^  for  such'use,  includ¬ 
ing  a  warning  that  its  use  must  be  dis¬ 
continued  48  hours  before  the  treated 
swine  are  slaughtered  for  hmnan  con¬ 
sumption.  If  it  is  a  complete  feed  it  con¬ 
tains  6,000  units  (6  milli^ams)  of  hygro- 
mycin  B  (produced  by  the  growth  of 
Streptomyces  hygroscopicus)  per  poimd, 
or  if  it  is  a  hygromycin  B  feed  supplement 
or  premix  it  contains  not  more  than 
8,000,000  units  (8  grams)  of  hygromycin 
B  per  pound.  It  contains  less  than  50 
grams  of  antibiotics  per  ton  of  finished 
feed.  If  it  is  a  hygromycin  B  feed 
suppl^ent  or  premix  and  it  contains 
more  than  8,000,000  units  of  hygromy¬ 
cin  B  per  pound,  it  shall  be  exempt 
from  certification  only  if  there  has  been 
submitted  to  the  Commissioner,  in  trip¬ 
licate,  adequate  information  of  the  kind 
described  in  §  146.7  to  establish  the 
safety  and  efficacy  of  the  article  and  to 
guarantee  its  identity,  strength,  quality, 
and  purity.  Such  exemption  shall  expire 
at  the  beginning  of  any  act  changing  the 
composition  or  labeling  of  such  drug  or 
the  methods  used  in  its  manufacturing, 
processing,  or  packaging,  or  the  facilities 
and  controls  used  for  such  manufactur¬ 


ing,  processing,  or  packaging,  unless  the 
person  who  obtained  the  exemption  has 
submitted  to  the  Commissioner  (in  trip¬ 
licate)  amaided  infcnmation  desolbing 
such  proposed  changes,  and  such  amend¬ 
ment  has  been  accepted  by  the  Commis¬ 
sioner.  When  intended  for  the  uses 
specified  in  this  subparagraph,  it  may 
also  contain,  in  the  amoimt  specified, 
one,  but  only  one.  of  the  Ingredients 
prescribed  by  paragraph  (a)  of  this  sec¬ 
tion.  If  it  contains  one  of  the  arsenic 
compounds  prescribed  in  such  para¬ 
graph,  its  labeling  must  bear  a  warning 
that  it  must  be  discontinued  5  days  (in 
lieu  of  48  hours  as  required  in  this  sub- 
paragraph)  before  the  treated  swine  are 
slaughtered  for  human  consumption. 

(ii)  It  is  also  intended  for  the  preven¬ 
tion  or  treatment  of  bacterial  swine  en¬ 
teritis  as  specified  in  subparagraphs  (9) 
and  (10)  of  this  paragraph;  it  contains 
hygromycin  B  in  the  amounts  and  imder 
the  conditions  set  forth  in  subdivision 
(1)  of  this  subparagraph;  and  it  contains 
the  drugs  in  the  amount  specified  in  sub- 
paragraphs  (9)  and  (10)  of  this  para¬ 
graph.  If  it  contains  one  of  the  arsenic 
compounds  prescribed  in  paragraph  (a) 
of  this  section,  its  labeling  must  bear  the 
warning  specified  in  subdivision  (i)  of 
this  subparagraph. 

(iii)  It  is  also  intended  for  the  preven¬ 
tion  and  treatment  of  bacterial  swine 
enteritis,  it  contains  hs^romycin  B  in  the 
amounts  and  under  the  conditions  set 
forth  in  subdivision  (1)  of  this  subpara¬ 
graph,  and  it  contains  penicillin  and 
streptomycin  in  the  amounts  specified  iQ 
subparagraphs  (6)  and  (7)  of  this  pcu^- 
gr{q)h.  If  it  contains  one  of  the  arsenic 
compounds  prescribed  in  paragraph  (a) 
of  this  section,  its  labeling  must  bear  the 
warning  specified  in  subdivision  (i)  of 
this  subparagraph. 

(iv)  It  is  also  intended  for  the  pre¬ 
vention  and  treatment  of  bacterial 
swine  enteritis,  for  the  maintenance  of 
weight  gains  of  swine  in  the  presence 
of  atrophic  rhinitis  and  for  reducing 
the  incidence  of  cervical  abscesses  in 
swine,  it  contains  hygrcunycln  B  in  the 
amoimts  and  uifder  the  conditions  set 
forth  in  subdivision  (1)  of  this  subpara¬ 
graph.  and  it  contains,  per  pound  of 
feed.  0.025  gram  (50  grams  per  ton), 
of  the  chlortetracycline;  »cept  that  if 
it  is  intended  for  use  in  the  treatment  of 
bacterial  swine  enteritis  it  shall  contain, 
per  pound  of  feed,  0.05  gram  (100  grams 
per  ton) ,  of  chlortetracycline. 

(33)  It  is  intended  for  use  as  an  aid 
in  reducing  the  incidence  and  severity 

.  of  bloat  in  cattle  on  legume  pastures;  it 
contains  a  quantity  of  procaine  penicil¬ 
lin  that,  when  used  as  directed  in  the 
labeling,  is  sufficient  to  furnish  each 
treated  bovine  animal  not  less  than  75.- 
000  units  as  a  single  daily  dose;  and.  if 
the  drug  supplement  used  to  prepare  the 
medicated  feed  contains  more  than  2 
percent  moisture,  its  manufacturer  has 
submitted  to  the  Commissioner  informa¬ 
tion  adequate  to  prove  its  stability  for 
6  months  under  customary  conditions 
of  purchase  and  use. 

(34)  It  is  intended  for  use  as  an  aid 
in  the  reduction  of  bacterial  diarrhea  in 
dairy  cattle  or  as  an  aid  in  reduction  of 
losses  due  to  respiratory  infection  (in- 
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fectious  rhinotracheltis — shipping  fever 
complex)  or  as  an  aid  in  the  prevention 
of  foot  rot  in  cattle;  its  labeling  bears 
adequate  directions  and  warnings  for 
such  uses;  and  it  contains  the  following 
quantities  of  chlortetracycline,  by  weight 
of  feed,  for  the  conditions  indicated: 

(i)  For  the  prevention  of  foot  rot  and 
as  an  aid  in  the  reduction  of  bacterial 
diarrhea  in  dairy  cattle:  0.1  milligram 
per  pound  of  body  weight  per  day. 

(ii)  As  an  aid  in  reduction  of  losses 
due  to  respiratory  infection  (infectious 
rhinotracheltis — shipping  fever  com¬ 
plex)  in  dairy  cattle:  0.1  milligram  per 
pound  of  body  weight  per  day,  except 
that  if  it  is  intended  for  use  for  more 
than  30  dasrs  it  may  contain  chlortetra¬ 
cycline.  in  a  quantity  by  weight  of  feed 
to  provide  70  milligrams  per  head  per 
day. 

(35)  It  is  intended  for  use  solely  as  an 
aid  in  the  prevention  of  coccidlosis  and 
as  an  aid  in  stimulating  growth  in 
chicken  flocks;  its  labeling  bears  ade¬ 
quate  directions  and  warnings  for  such 
use.  including  a  warning  against  its  use 
in  laying  hens  and  a  warning  that  its 
use  must  be  discontinued  5  days  before 
the  treated  chickens  are  slaughtered  for 
human  consumption;  and  it  contains  in 
a  quantity,  by- weight  of  feed,  0.03  per¬ 
cent  acetyl  (paranitrophenyl)  sulfanila¬ 
mide.  0.025  percent  3.5-dinitrobenza- 
mide..and  0.005  percent  3-nitro-4-hy- 
droxyphenylarsonic  acid;  it  contains  less 
than  50  grams  of  antibiotics  per  ton  of 
feed;  and  there  has  been  submitted  to 
the  Commissioner,  in  triplicate,  adequate 
information  of  the  kind  described  in 
§  146.7  to  establish  the  safety  and  eflicacy 
of  the  article  and  to  guarantee  its  iden¬ 
tity.  strength,  quality,  and  purity.  The 
exemption  shall  expire  at  the  beginning 
of  any  act  changing  the  composition  of 
such  drug,  or  the  methods  used  in.  and 
the  facilities  and  controls  used  for  its 
manufacturing,  processing,  and  packag¬ 
ing,  or  in  its  labeling,  unless  the  person 
who  obtained  the  exemption  has  sub¬ 
mitted  to  the  Commissioner,  in  triplicate, 
amended  information  that  describes 
such  proposed  changes,  and  such  amend¬ 
ment  has  been  accepted  by  the  Com¬ 
missioner. 

(36)  It  is  intended  for  use  solely  as  an 
aid  in  stimulating  growth  in  chickens 
and  turkeys  and  as  an  aid  in  the  pre¬ 
vention  of  outbreaks  of  histomoniasis 
(blackhead)  in  chickens. and  turkeys  and 
hexamitiasis  in  turkeys;  its  labeling 
bears  adequate  directions  and  warnings 
for  such  use.  including  a  warning  against 
its  use  in  lasting  hens  and  a  warning 
that  its  use  must  be  discontinued  24 
hours  before  the  treated  chickens  or 
turkeys  are  slaughtered  for  human  con¬ 
sumption;  and  it  contains  nithiazide 
(l-ethyl-3-(5-nitro-2-thiazolyl)  urea)  in 
a  quantity,  by  weight  of  feed,  of  not  less 
than  0.0125  percent  and  not  more  than 
0.04  percent;  it  contains  less  than  50 


grams  of  antibiotics  per  ton  of  feed;  and 
there  has  been  submitted  to  the  Com¬ 
missioner.  in  triplicate,  adequate  infor¬ 
mation  of  the  kind  described  in  S  146.7 
to  establish  the  safety  and  efficacy  of  the 
article  and  to  guarantee  its  identity, 
strength,  quality,  and  purity.  The  ex¬ 
emption  shall  expire  at  the  beginning 
of  any  act  changing  the  composition  or 
labeling  of  such  drug  or  the  methods 
used  in  and  the  facilities  and  controls 
used  for  its  manufacturing,  processing, 
and  packaging,  or  in  its  labeling,  unless 
the  person  who  obtained  the  exemption 
has  submitted  to  the  Commissioner,  in 
triplicate,  amended  information  describ¬ 
ing  such  proposed  changes,  and  such 
amendment  has  been  accepted  by  the 
Commissioner.  When  intended  for  the 
uses  specified  in  this  subparagraph,  it 
may  also  contain,  in  the  amount  speci¬ 
fied.  one.  but  only  one.  of  the  ingredi¬ 
ents  prescribed  by  paragraph  (a)  of 
this  section.  If  it  contains  one  of  the 
arsenic  compounds  prescribed  in  para¬ 
graph  (a)  of  this  section,  its  labeling 
must  bear  a  warning  that  it  must  be 
discontinued  5  days  (instead  of  24  hours 
as  required  in  this  subparagraph)  be¬ 
fore  the  treated  chickens  or  turkeys  are 
slaughtered  for  human  consumption. 

(37)  It  is  intended  for  use  solely  in 
the  prevention  of  outbreaks  of  coccidio- 
sis  and  as  an  aid  in  stimulating  growth 
in  chicken  fiocks;  its  labeling  bears  ade¬ 
quate  directions  and  warnings  for  such 
use,  including  a  warning  against  its  use 
in  lasting  hens  and  a  warning  that  its  use 
must  be  discontinued  4  days  before  the 
treated  chickens  are  slaughtered  for 
human  ^nsumption;  and  it  contains 
glycarbylamide  (4,5-imidazole-dicarbox¬ 
amide)  in  a  quantity,  by  weight  of  feed, 
of  not  less  than  0.002  percent  and  not 
more  than  0.006  percent;  it  contains  less 
than  50  grams  of  antibiotics  per  ton  of 
feed;  and  there  has  been  submitted  to 
the  Commissioner,  in  triplicate,  adequate 
information  of  the  kind  described  in 
S  146.7  to  establish  the  safety  and  ef¬ 
ficacy  of  the  article  and  to  guarantee  its 
identity,  strength,  quality,  and  purity. 
The  exemption  shall  expire  at  the  be¬ 
ginning  of  any  act  chan^g  the  compo¬ 
sition  of  such  drug,  or  the  methods  used 
in,  and  the  facilities  and  controls  used 
for  its  manufacturing,  processing,  and 
packaging,  or  in  its  labeling,  imless  the 
person  who  obtained  the  exemption  has 
submitted  to  the  Commissioner,  in  trip¬ 
licate,  amended  information  that  de¬ 
scribes  such  proposed  changes,  and  such 
amendment  has  been  accepted  by  the 
Commissioner.  When  intended  for  the 
uses  specified  in  this  subparagraph,  it 
may  also  contain,  in  the  amount  speci¬ 
fied.  one.  but  only  one.  of  the  ingredients 
prescribed  by  paragraph  (a)  of  this  sec¬ 
tion.  If  it  contains  one  of  the  arsenic 
compoimds  prescribed  in  such  para¬ 
graph.  its  labeling  shall  bear  a  warning 
that  it  must  be  discontinued  5  dasrs  (in 
lieu  of  4  days  as  required  in  this  subpara¬ 


graph)  before  the  treated  chickens  are 
slaughtered  for  human  consumption. 

(38)  It  is  intended  for  use  solely  for 
accelerating  weight  gains  in  sheep;  its 
labeling  bears  adequate  directions  and 
warnings  for  such  use,  including  a  warn¬ 
ing  that  its  use  must  be  discontinued  48 
hours  before  the  treated  animals  are 
slaughtered  for  human  consumption;  it 
contains  a  quantity  of  diethylstilbestrol 
adequate  to  provide  not  more  than  2 
milligrams  per  head  per  day  when  fed 
in  accordance  with  the  directions  for  use 
that  accompany  the  feed;  it  contains  less 
than  50  grams  of  antibiotics  per  ton  of 
feed;  and  there  has  been*  submitted  to 
the  Commissioner,  in  triplicate,  ade¬ 
quate  information  of  the  kind  described 
in  S  146.7  to  establish  the  safety  and 
efficacy  of  the  article  and  to  guarantee 
its  identity,  strength,  quality,  and  purity. 
The  exemption  shall  expire  at  the  begin¬ 
ning  of  any  act  changing  the  composi¬ 
tion  or  labeling  of  such  drug,  or  the 
methods  used  in  its  manufacturing, 
processing,  and  packaging,  or  in  its 
labeling,  unless  the  person  who  obtained 
the  exemption  has  submitted  to  the 
Commissioner,  in  triplicate,  amended 
information  describing  such  proposed 
changes,  and  such  amendment  has  been 
accepted  by  the  Commissioner. 

(39)  It  is  intended  for  use  solely  as 
an  aid  in  the  prevention  or  treatment 
of  fowl  tsrphoid,  paratsrhoid.  and  pul- 
lorum  disease  and  as  an  aid  in  stimu¬ 
lating  growth  in  poultry  fiocks;  its  la¬ 
beling  bears  adequate  directions  and 
warnings  for  such  use,  including  a  warn¬ 
ing  against  its  use  in  la3fing  hens  and 
a  warning  that  its  use  must  be  discon¬ 
tinued  48  hours  before  the  treated  ani¬ 
mals  are  slaughtered  for  human  con¬ 
sumption;  and  it  contains  3.5-dinitro- 
benzamide  in  a  quantity,  by  weight  of 
feed,  of  not  less  than  0.075  percent  and 
not  more  than  0.15  percent;  it  contains 
less  than  50  grams  of  antibiotics  per 
ton  of  feed;  and  there  has  been  sub¬ 
mitted  to  the  Commissioner,  in  tripli¬ 
cate.  adequate  information  of  the  kind 
described  in  §  146.7  to  establish  the 
safety  and  efficacy  of  the  article  and  to 
guarantee  its  identity,  strength,  qual¬ 
ity,  and  purity.  The  exemption  shall 
expire  at  the  beginning  of  any  act  chang¬ 
ing  the  composition  or  labeling  of  such 
drug,  or  the  methods  used  in  and  the 
'  facilities  and  controls  used  for  its  man¬ 
ufacturing,  processing,  and  packaging, 
or  in  its  labeling,  unless  the  person  who 
obtained  the  exemption  has  submitted 
to  the  Commissioner,  in  triplicate, 
amended  information  that  describes 
such  proposed  changes'  and  such  amend¬ 
ment  has  been  accepted  by  the  Commis¬ 
sioner.  When  intended  for  the  uses 
specified  in  this  subparagraph,  it  may 
also  contain,  in  the  amotmt  specified, 
one,  but  only  one,  of  the  ingredients  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 
If  it  contains  one  of  the  arsenic  com¬ 
pounds  prescribed  in  paragraph  (a)  of 
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this  section,  its  labeling  must  bear  a 
warning  that  it  must  be  discontinued  5 
days  (in  lieu  of  48  hours  as  required  in 
this  subparagraph)  before  the  treated 
chickens  or  turkeys  are  slaughtered  for 
human  consumption. 

(40)  It  Is  intended  as  an  aid  in  main¬ 
taining  or  increasing  egg  production, 
hatchability  of  eggs,  reduction  of  the 
effects  of  stress,  prevention  of  early  mor¬ 
tality  of  chicks,  and  reduction  of  the 
effects  of  diseases  when  due  to  organ¬ 
isms  that  are  sensitive  to  bacitracin  or 
to  a  mixture  of  bacitracin  and  penicillin, 
for  maintaining  appetite  and  for  improv¬ 
ing  feed  efficiency  as  related  to  egg 
production;  its  labeling  bears  adequate 
directions  and  warnings  for  such  use; 
and  it  contains,  per  ton  of  feed,  the 
equivalent  of  50  grams  of  bacitracin  mr" 
a  mixture  of  37.5  grams  of  bacitracin  and 
12.5  grams  of  penicillin  when  fed  during 
the  first  4  to  6  weeks  of  egg  production, 
and  not  less  than  the  equivalent  of  10 
grams  of  bacitracin  or  a  mixture  of  7.5 
grams  of  bacitracin  and  2.5  grams  of 
penicillin  when  fed  during  the  remainder 
of  the  laying  period;  except  that  if  it  is 
intended  for  use  to  increase  egg  hatch- 
ability  or  prevention  of  early  mortality  of 
chicks  or  for  use  in  the  presence  of  dis¬ 
ease  outbreaks  or  during  periods  of  stress, 
it  shall  contain,  per  ton  of  feed,  the 
equivalent  of  100  grams  of  bacitracin  or 
a  mixture  of  75  grams  of  bacitracin  and 
25  grams  of  penicillin. 

(41)  (i)  It  is  intended  for  use  as  an 
aid  in  reducing  the  spread  of  leptospirosis 
in  swine;  it  contains  200  grams  of  chlor- 
tetracycline  per  ton  of  feed;  and  its  lab¬ 
eling  bears  information  that  it  is  to  be 
administered  continuously. 

(ii)  It  is  Intended  for  use  solely  as  an 
aid  in  reducing  the  shedding  of  lepto- 
spirae  in  swine  and  as  an  aid  in  reducing 
abortion  rate  and  mortality  of  newborn 
pigs  in  the  presence  of  leptospirosis;  it 
contains  400  grams  of  chlortetracycline 
per  ton  of  feed;  and  its  labeling  bears 
information  that  it  is  to  be  administered 
to  the  animals  for  14  days. 

(42)  It  Is  Intended  for  use  solely  as  an 
aid  in  the  prevention  of  mycosis  or'in  the 
treatment  of  mycotic  diarrhea  and  as  an 
aid  in  stimulating  growth  in  turkey 
flocks;  its  labeling  bears  adequate  direc¬ 
tions  and  warnings  for  such  use,  includ¬ 
ing  a  warning  that  eggs  are  to  be  used 
for  hatching  purposes  only,  if  such  feed 
is  intended  for  use  in  laying  hens;  and  it 
contains  nystatin  in  a  quantity,  by 
weight  of  feed,  of  50  grams  per  ton  If 
intended  for  the  prevention  of  mycosis, 
or  100  grams  per  ton  if  intended  for  the 
treatment  of  mycotic  diarrhea;  it  con¬ 
tains  less  than  50  grams  of  additional 
antibiotics  per  ton  of  feed;  and  there 
has  been  submitted  to  the  Commissioner, 
in  triplicate,  adequate  information  of  the 
kind  described  in  S  146.7  to  establish  the 
safety  and  efficacy  of  the  article  and  to 
guarantee  its  identity,  strength,  quality. 


and  purity.  The  exemption  shall  expire 
at  the  beginning  of  any  act  .changing  the 
composition  or  labeling  of  such  drug,  cr 
the  methods  used  in  and  the  facilities 
and  controls  used  for  its  manufacturing, 
processing,  and  packaging  or  in  its  label¬ 
ing,  unless  the  person  who  obtained  the 
exemption  has  submitted  to  the  Commis¬ 
sioner,  in  triplicate,  amended  informa¬ 
tion  describing  such  proposed  changes, 
and  such  amendment  has  been  accepted 
by  the  Commissioner. 

(43)  It  is  intended  for  use  solely  as  an 
aid  in  reducing  the  incidence  of  vibrionic 
abortion  in  breeding  sheep;  its  labeling 
bears  adequate  directions  and  warnings 
for  such  use,  including  information  that 
it  is  to  be  administered  continuously 
during  pregnancy;  and  it  contains 
chlortetracycline  in  a  quantity  that, 
when  administered  as  directed  in  its 
labeling,  will  provide  a  total  daily  dose  of 
80  milligrams  per  animal. 

(44)  (i)  It  is  intended  for  the  use  solely 
as  an  aid  in  preventing  outbreaks  of  coc- 
cidiosis  in  chickens  and  turkeys  and  as 
an  aid  in  stimulating  growth  and  im¬ 
proving  feed  efficiency  in  growing  chick¬ 
ens  and  turkeys,  and  its  labeling  bears 
adequate  directions  and  warnings  for 
such  use,  including  a  warning  against  its 
use  in  laying  hens.  It  contains,  per  ton 
of  complete  feed : 

(o)  AmproUum  (l-(4-amino-2-n-pro- 
pyl-5  -  pyrimidinylmethyl)  -2  -  picolinium 
chloride  hydrochloride),  as  follows: 

(1)  In  a  quantity,  by  weight  of  feed, 
of  not  less  than  0.0125  percent  and  not 
more  than  0.025  percent,  if  it  is  intended 
as  an  aid  in  preventing  coccidiosis  in 
chickens  and  turkeys;  or 

(2)  In  the  following  quantities,  by 
weight  of  feed,  under  the  conditions  and 
for  the  ages  of  chickens  indicated,  if  it 
is  intended  as  an  aid  in  preventing  coc¬ 
cidiosis  by  developing  immunity  in 
chicken  replacement  flocks: 


Qrowinp 

Amount  of  amprolium  in  feed  for 
birds,  by  age  groups 

conditions 

Up  to  5 
weeks  of 
ago 

From  5  to 

8  weeks  of 
age 

From  8  to 
14  weeks 
!  on  range 

Severe  exposure 

Percent 

j  Percent 

1  Percent 

to  coccidiosis. . . 
Moderate  expo¬ 
sure  to  coccid- 

0.0125 

0.008-0.0125 

a  004-0. 0125 

iosis- . 

Slight  exposure 

0. 008-0. 0125 

0. 006-0. 0125 

a  004-0.0125 

to  coccidiosis. . . 

0. 004-0. 0125 

0.004-0.0125 

0.004-0.0125 

(b)  The  following  quantities  of  anti¬ 
biotics  : 

(1)  Penicillin:  Not  less  than  2.4  grams 
and  not  more  than  50  grams;  or 

(2)  Streptomycin:  Not  less  than  30 
grams  and  not  .more  than  5C  grams;  or 

(3)  A  combination  of  penicillin  ainl 
streptomycin:  Not  less  than  2.4  grams  of 
penicillin  and  not  less  than  12  grams 


of  streptomycin  and  not  more  than  50 
grams  of  the  combination  drug;  or 

(4)  Bacitracin  (as  feed-grade  baci¬ 
tracin,  bacitracin  methylene  disalicyl¬ 
ate,  feed-grade  zinc  bacitracin,  or  feed- 
grade  manganese  bacitracin) :  Not  less 
than  4  grams  and  not  more  than  50 
grams;  or 

(5)  A  combination  of  bacitracin  (as 
feed  grade  bacitracin,  feed  grade  manga¬ 
nese  bacitracin,  feed  grade  zinc  bacitra¬ 
cin,  or  bacitracin  methylene  disalicylate) 
and  penicillin:  Not  less  than  3  grams  of 
bacitracin  and  not  less  than  0.6  gram  of 
penicillin,  and  not  more  than  50  grams 
of  the  combination  drug. 

Provided,  however.  That  such  medicated 
complete  feed  has  been  prepared  from 
a  concentrated  amprolium-antibiotic 
medicated  feed  that  contained  not  more 
than  0.05  percent  amprollum.  If  the 
complete  medicated  feed  is  prepared 
from  a  product  of  amprolium  that  con¬ 
tains  more  than  0.05  percent  of  the  drug, 
it  is  exempt  from  certification  only  under 
the  condition  that  there  has  been  sub¬ 
mitted  to  the  Commissioner,  in  triplicate, 
adequate  information  of  ^e  kind  de¬ 
scribed  in  §  146.7  to  establish  the  safety 
and  efficacy  of  the  article  and  to  guaran-  / 
tee  its  identity,  strength,  quality,  and 
purity.  The  exemption  shall  expire  at 
the  beginning  of  any  act  changing  the 
composition  or  labeling  of  such  drug,' 
or  the  methods  used  in  and  the  facilities 
and  controls  used  for  its  manufacturing, 
processing,  and  packaging,  or  in  its 
labeling,  unless  the  person  who  obtains 
the  exemption  has  submitt«d  to  the 
Commissioner,  in  triplicate,  amended 
information  that  describes  such  proposed 
changes,  and  such  amendment  has  been 
accepted  by  the  Commissioner.  Both 
concentrates  and  finished  poultry  feed 
containing  amprolium  must  comply  with 
all  the  requirements  of  §  121.210  of  this 
chapter,  including  labeling. 

(ii)  It  is  also  intended  for  use  in  the 
prevention  of  those  infections  of  chick¬ 
ens  specified  in  subparagraph  (6)  of  this 
paragraph;  it  contains  amprolium  in  the 
amount  and  under  the  conditions  speci¬ 
fied  in  subdivision  (i)  of  this  subpara¬ 
graph;  and  it  contains,  per  ton  of  feed, 
not  less  than  50  grams  and  not  more 
than  100  grams  of  chlortetracycline. 

(iii)  It  is  also  intended  for  use  in  the 
treatment  of  those  infections  of  chickens 
specified  in  subparagraph  (7)  of  this 
paragraph;  it  contains  amprolium  in  the 
amount  and  under  the  conditions  set 
forth  in  subdivision  (i)  of  this  subpara¬ 
graph;  and  it  contains,  per  ton  of  feed, 
not  less  than  100  grams  and  not  more 
than  200  grams  of  chlortetracycline,  or 
75  grams  of  streptomycin  and  15  grams 
of  penicillin. 

(iv)  It  is  also  intended  for  use  in  the 
prevention  of  those  infections  of  chickens 
specified  in  subparagraph  (9)  of  this 
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paragraph;  it  contains  amprolium  in  the 
amount  and  under  the  conditions  speci¬ 
fied  in  subdivision  (i)  of  this  subpara¬ 
graph;  and  it  contains,  per  ton  of  feed, 
not  less  than  50  grams  and  not  more  than 
100  grams  of  bacitracin  (as  feed  grade 
bacitracin,  bacitracin  methylene  disalic¬ 
ylate,  or  feed  grade  zinc  bacitracin) . 

(V)  It  is  also  intended  for  use  in  the 
treatment  of  those  infections  of  chickens 
specified  in  subparagraph  (10)  of  this 
paragraph;  it  contsdns  amprolium  in  the 
amount  and  under  the  conditions  set 
forth  in  subdivision  (i)  of  this  subpara¬ 
graph;  and  it  contains,  per  ton  of  feed, 
not  less  than  100  grams  and  not  more 
than  200  grams  of  bacitracin  (as  feed 
grade  bacitracin,  bacitracin  methylene 
disalicylate,  or  feed  grade  zinc  bacitra¬ 
cin). 

(Vi)  It  is  also  intended  for  use  in  the 
treatment  of  infectious  sinusitis,  blue 
comb  (nonspecific  infectious  enteritis, 
mud  fever) ,  and  hexamitiasis  in  turkeys; 
it  contains  amprolium  in  the  amount  and 
imder  the  conditions  specified  in  sub¬ 
division  (i)  (a)  (I)  of  this  subparagraph; 
and  it  contains,  per  ton  of  feed,  a  com¬ 
bination  of  75  grams  of  streptomycin  and 
15  grams  of  penicillin. 

(45)  It  is  a  medicated  chicken  or  tur¬ 
key  feed  containing  antibiotics  and  zoa- 
lene  in  the  amounts  and  for  the  purposes 
indicated  in  §  121.207  of  this  chapter; 
Provided,  however.  That  such  medicated 
complete  feed  has  been  prepared  from  a 
concentrated  zoalene-antibiotic  medi¬ 
cated  feed  that  contained  not  more  than 
0.0375  percent  zoalene.  If  the  complete 
medicated  feed  is  prepared  from  a  prod¬ 
uct  of  zoalene  that  contains  more  than 
0.0375  percent  zoalene,  it  is  exempt  from 
certification  only  imder  the  condition 
that  there  has  been  submitted  to  the 
Commissioner,  in  triplicate,  adequate  in¬ 
formation  of  the  kind  described  in  §  146.7 
to  establish  the  safety  and  efficacy  of  the 
article  and  to  guarantee  its  identity, 
strength,  quality,  and  purity.  The  ex¬ 
emption  shall  expire  at  the  beginning  of 
any  act  changing  the  composition  or 
labeling  of  such  drug,  or  the  methods 
used  in  and  the  facilities  and  controls 
used  for  its  manufacturing,  processing, 
and  packaging,  or  in  its  labeling,  unless 
the  person  who  obtains  the  exemption 
has  submitted  to  the  Commissioner,  in 
triplicate,  amended  information  that  de¬ 
scribes  such  proposed  changes,  and  such 
amendment  has  been  accepted  by  the 
Commissioner.  Both  concentrates  and 
finished  poultry  feed  containing  zoalene 
must  comply,  with  all  the  requirements 
of  S  121.207  of  this  chapter,  including 
labeling. 

(46)  It  is  intended  for  use  as  an  aid  in 
improving  pelt  size,  improving  growth 
rate,  and  improving  feed  efficiency  of 
mink;  its  labeling  contains  adequate 
directions  and  warnings  for  such  use; 
and  it  contains  not  less  than  20  grams 
nor  more  than  50  grams  of  chlortetracy- 
cline  per  ton  of  complete  feed. 


(47)  It  is  intended  for  use  solely  as  an 
aid  in  improving  growth  and  feed  ef¬ 
ficiency  in  pheasants;  its  labeling  bears 
adequate  directions  and  warnings  for 
such  use;  and  it  contains,  per  ton  of 
complete  ration,  the  following  quantities 
of  antibiotics: 

(i)  Bacitracin  (as  feed  grade  bacitra¬ 
cin.  bacitracin  methylene  disalicylate.  or 
feed  grade  zinc  bacitracin) ;  Not  less  than 
4  grams  and  not  more  than  50  grams;  or 

(ii)  Penicillin :  Not  less  than  2.4  grams 
and  not  more  than  50  grams. 

(48)  It  is  intended  for  use  solely  as  an 
an  aid  in  stimulating  growth  in  quail 
chicks  up  to  5  weeks  of  age;  its  labeling 
bears  adequate  directions  and  warnings 
for  such  use;  and  it  contains,  per  ton  of 
complete  feed,  the  following  quantities  of 
antibiotics: 

(i)  Bacitracin:  Not  less  than  5  grams 
and  not  more  than  20  grams;  or 

(ii)  Penicillin:  Not  less  than  5  grams 
and  not  more  than  20  grams. 

(49)  It  is  a  medicated  chicken  or  tur¬ 
key  feed  containing  antibiotics  and  re- 
serpine  in  the  amounts  and  for  the  pur¬ 
poses  indicated  in  §  121.205.  of  this 
chapter;  its  labeling  bears  adequate  di¬ 
rections  and  warnings  for  such  use;  and 
there  has  been  submitted  to  the  Com¬ 
missioner,  in  triplicate,  adequate  infor¬ 
mation  of  the  kind  described  in  §  146.7 
to  establish  the  safety  and  efficacy  of 
the  article  and  to  guarantee  its  iden¬ 
tity,  strength,  quality,  and  purity.  The 
exemption  shall  expire  at  the  beginning 
of  any  act  changing  the  composition 
of  such  drug,  or  the  methods  used  in,  and 
the  facilities  and  controls  used  for  its 
manufacturing,  processing,  and  packag¬ 
ing,  or  in  its  lal^ling,  unless  the  person 
who  obtained  the  exemption  has  sub¬ 
mitted  to  the  Commissioner,  in  triplicate, 
amended  information  that  describes  such 
proposed  changes,  and  such  amendment 
has  been  accepted  by  the  Commissioner. 

(50)  It  is  a  medicated  chicken  feed 
containing  antibiotics  and  hygromycin 
B  in  the  amounts  and  for  the  purposes 
indicated  in  §  121.213  of  this  chapter; 
or  if  it  is  hygromycin  B  concentrate,  it 
contains  not  more  than  16,000  units  (16 
milligrams)  of  hygromycin  B  per  pound; 
its  labeling  bears  adequate  directions 
and  warnings  for  such  use;  and  there  has 
been  submitted  to  the  Commissioner,  in 
triplicate,  adequate  information  of  the 
kind  described  in  §  146.7  to  establish  the 
safety  and  efficacy  of  the  article  and  to 
guarantee  its  identity,  strength,  quality, 
and  purity.  The  exemption  shall  expire 
at  the  beginning  of  any  act  changing  the 
composition  of  such  drug,  or  the  methods 
used  in,  and  the  facilities  and  controls 
used  for  its  manufacturing,  processing, 
and  packaging,  or  in  its  labeling,  unless 
the  person  who  obtained,  the  exemption 
has  submitted  to  the  Commissioner,  in 
triplicate,  amended  information  that  de¬ 
scribes  such  proposed  changes,  and  such 
amendment  has  been  accepted  by  the 
Commissioner. 


(51)  It  is  a  medicated  chicken  and 
turkey  feed  containing  bacitracin  or  zinc 
bacitracin  up  to  500  grams  per  ton  or 
up  to  500  grams  per  ton  of  a  combination 
of  either  with  penicillin  in  the  amounts 
and  for  the  purposes  indicated  in 
§§  121.232  and  121.233  of  this  chapter 
and  its  labeling  bears  adequate  directions 
and  warnings  for  such  use. 

(52)  It  is  a  cattle  feed  containing 
zinc  bacitracin  in  the  amounts  and  for 
the  purposes  indicated  in  §  121.225  of 
this  chapter  and  its  labeling  bears  ade¬ 
quate  directions  and  warnings  for  such 
use. 

(c)  meserved.] 

(d)  Fees:  The  fees  for  the  services 
rendered  with  respect  to  each  applica¬ 
tion  for  an  exemption  from  certification 
under  the  regulations  in  paragraph  (b) 
of  this  section,  and  for  each  amendment 
thereto,  shall  be: 

(1)  $5.00  for  each  medicated  feed 
formula  containing  one  or  more  new- 
drug  substances  described  in  an  initial 
application. 

(2)  $5.00  for  changes  in  one  or  more 
new-drug  substances  contained  in  a 
medicated  feed  formula  described  in  an 
amendment  to  such  application. 

The  fee  prescribed  by  this  paragraph 
shall  accompany  each  application  and 
each  amendment  to  such  application 
unless  such  fee  is  covered  by  an  advance 
deposit  maintained  in  accordance  with 
§  146.8  (d). 

(53)  It  is  a  medicated  feed  for  tur¬ 
keys  and  contains  chlortetracycline  .hy¬ 
drochloride  and  dietary  calcium  in  the 
amounts  and  for  the  purposes  indicated 
in  §  121.208(d),  Table  1,  Item  12,  of  this 
chapter;  and  its  labeling  bears  adequate 
directions  and  warnings  for  such  use. 

§  146.27  Antibiotics  for  fish  diseases. 

Any  antibiotic  drug  subject  to  the  reg¬ 
ulations  in  this  chapter  intended  for  use 
solely  in  the  prevention  or  treatment  of 
disease  in  fish  and  conspicuously  so  la¬ 
beled  shall  be  exempt  from  the  require¬ 
ments  of  sections  502(1)  and  507  of  the 
act  if  the  fish  so  treated  are  not  intended 
for  human  consumption. 

(Interprets  or  applies  secs.  502,  62  Stat.  1060, 
69  Stat.  463,  as  amended;  21  n.S.C.  352) 

§  146.28  Antibiotics  for  bull  semen. 

Any  certifiable  antibiotic  drug  subject 
to  the  regulations  in  this  chapter  in¬ 
tended  for  use  solely  as  a  preservative  for 
bull  semen,  and  conspicuously  so  labeled, 
shall  be  exempt  from  the  requirements 
of  sections  502  (1)  and  507  Of  the  act. 

§  146.29  Biological  drugs  that  contain 
antibiotics. 

Biological  drugs  that  contain  any 
certifiable  antibiotic  drug  subject  to  the 
regulations  in  this  chapter,  and  the  pur¬ 
pose  of  the  antibiotic  is  for  use  only 
as  a  preservative  and  the  biological  drug 
is  conspicuously  so  labeled,  shall  be 
exempt  from  the  requirements  of  sections 
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502(1)  and  507  of  the  act.  if  such  drugs 
are  licensed  under  the  Public  Health 
Service  Act  of  July  1,  1944  (58  Stat. 
682;  42  U.S.C.  201  et  seq.)  or  under  the 
Virus-Serum-Toxin  Act  of  March  4, 1913 
(37  Stat.  832;  21  U.S.C.  151  et  seq.) 

§  146.30  Exemption  for  the  salts  of 
antibiotic  drugs  for  use  in  teaching, 
law  enforcement,  research,  and  anal¬ 
ysis. 

The  salts  of  antibiotic  drugs  subject  to 
section  507  of  the  act  shall  be  exempt 
from  the  requirements  of  section  502 
(1)  if  shipped  or  sold  to,  or  in  the  pos¬ 
session  of,  persons  regularly  and  lawfully 
engaged  in  instruction  in  pharmacy, 
chemistry,  or  medicine  not  involving 
clinical  use;  or  in  law  enforcement;  or 
in  research  not  involving  clinical  use ;  or 
in  chemical  analysis  or  physical  testing, 
provided  they  are  to  be  used  only  for  such 
instruction,  law  enforcement,  research, 
analysis,  or  testing,  and  provided  further 
that  their  labels  bear  the  statement  "Not 
for  drug  use.” 

PART  146a— CERTIFICATION  OF.  PEN¬ 
ICILLIN  AND  PENICILLIN-CONTAIN¬ 
ING  DRUGS 

Sec. 

146a.  11  Buffered  methlcllUn  sodium  (buf¬ 
fered  80dium-2,6-dimethoxy- 
phenyl  penicillin) . 

146a. 12  Sodium  oxsiclllln. 

146a. 13  Sodium  oxacUlln  tablets. 

146a.l4  Sodium  oxacillin  capsules. 

146a. 15  MethlcllUn  sodium. 

146a. 16  Phenethlclllln  potassium  (potas¬ 
sium  a-phenoxyethyl  penlcUlln) . 
146a.  17  Phenethlclllln  potassl\im  (potas¬ 
sium  a-phenoxyethyl  penicillin) 
tablets. 

146a.  18  Phenethlclllln  potassium  (potas¬ 
sium  a-phenoxyethyl  penicillin) 
for  oral  solution. 

146a.l9  Benzathine  penicillin  V  for  aque¬ 
ous  injection  veterinary. 

1 46a  .20  Penicillin -streptomycin-bacitracin 
methylene  dlsallcylate-neomycln 
ointment;  penlclllln-dlhydro- 
streptomycln-bacltracln  methy¬ 
lene  dlsallcylate-neomycln  oint¬ 
ment. 

146a  .21  Capsules  penicillin  -  tetracycline 
phosphate  complex-novoblocln- 
nystatin  veterinary. 

146a.22  Penlclllln-streptomycln-neomycin- 
polirmyxln  ointment;  penicUlin 
dlhydrostreptomycln-neomycln- 
polymirxln  ointment. 

146a.23  PenicUlin  -  streptomycin  -  erythro¬ 
mycin  ointment;  penlcUlln-dl- 
hydrostreptomycln  -  erythromy¬ 
cin  ointment. 

146a.24  Sodium  penicillin  (penlcUlln  so¬ 
dium.  penicUlin  sodium  salt), 
calcium  penlclUln  (penlcUlln 
calcixim,  penlcUlln  calcium  salt) , 
crystalline  penlcUlln  (oystal- 
llne  penlcUlln  sodium,  crystal¬ 
line  penlclUln  sodliun  salt,  crys¬ 
talline  penlcUlln  potanlum, 
crystaUlne  penlcUlln  potassium 
salt,  crystalline  penlcUlln  Q  so- 
diiun,  crystalline  penlcUlln  G 
sodium  salt,  crystalline  penlcUlln 


FEDERAL  REGISTER 

Sec. 

O  potassium,  crystalline  penlcU¬ 
lln  O  potassium  salt,  crystalline 
penlcUlln  O  sodium,  crystaUlne 
*  penicUlin  O  sodium  salt,  crystal¬ 
line  penlcllln  O  potassixun, 
crystalline  penicillin  O  potas¬ 
sium  salt) . 

146a .25  PenlcUlln  in  oil  and  wax.  (Cal¬ 
cium  penicUlin  In  oil  and  wax, 
crystalline  penicUlin  In  oil  and 
wax) . 

146a.26  PenlclUln  ointment. 

146a.27  PenicUlin  tablets. 

146a.28  CrystaUlne  penlcUlln  O  oral  sus¬ 
pension,  crystalline  p>enlcUlln  O 
sodium  oral  suspension,  potas¬ 
sium  penlcUlln  O  oral  suspen¬ 
sion. 

146a.29  PenlcUlln  with  aluminum  hydrox¬ 
ide  gel. 

146a.30  PenlcUlln  troches. 

146a.31  PenlcUlln  dental  cones  (calcium 
penlcllUn  dental  cones,  penicil¬ 
lin  dental  cones  calcium  salt, 
crystalline  penlcUlln  dental 
cones) . 

146a.82’  PenlcUlln  with  vasoconstrictor; 

penlcUlln  with -  (the  blank 

being  filled  In  with  the  common 
or  usual  name  of  the  vasocon¬ 
strictor)  . 

146a.33  PenlcUlln  for  surface  application. 

146a.S4  Tablets  aluminum  ^nlcUlln. 

146a.35  PenlcUlln  sulfonamide  powder 

(calcium  penlcUlln  sulfonamide 
powder,  crystaUlne  penlcUlln 
iiulfonamlde  powder) . 

146a.36  PenlclUln  vaginal  suppositories. 

146a.37  Buffered  crystaUlne  penicUlin. 

146a.38  Capsules  buffered  penlcUlln  with 

pectin  hydrolysate  (capsules 
buffered  potassium  penicillin 
with  pectin  hydrolysate) . 

146a.39  Capsules  procaine  penlcUlln  In  oU. 

146a .40  PenlclUln  bougies  (sodium  penl¬ 

cUlln  bougies,  calcium  penicUlin 
bougies,  potassium  penicUlin 
bougies,  procaine  penlcUlln 
bougies,  penlcUlln  bougies  so¬ 
dium  salt,  penicUlin  bougies  cal¬ 
cium  salt,  penlcUlln  bougies  po- 
tassiuim  salt,  penlcUlln  bougies 
procaine  salt) . 

146a.41  CrystaUlne  penlcUlln  and  epine¬ 

phrine  In  oil. 

146a .42  Aluminum  penicillin  (aluminum 
penlcUlln  salt) . 

146a.43  Aluminum  penicillin  In  oU. 

146a.44  Procaine  penicillin  (penlclUln  pro¬ 
caine  salt),  procaine  penlclUln 
O  (penicUlin  Q  procaine  salt). 

146a.45  Procaine  penicillin  in  oU. 

146a.46  Crystalline  penlcUlln  for  Inhala¬ 
tion  therapy. 

146a.47  Procaine  penlclUln  for  aqueous  In¬ 
jection. 

146a. 48  Ephedrlne  penicillin  (penicUlin 
ephedrine  salt),  ephedrlne  peni¬ 
cillin  G  (penlcUlln  O  ephedrlne 
salt) . 

146a.49  Ephedrlne*  penicillin  tablets. 

146a.50  Procaine  penlcUlln  and  btiffered 
crystalline  penlcUlln  for  aqueous 
Injection. 

146a. 51  Buffered  penlcUlln  powder,  penl¬ 
cUlln  powder  with  buffered 
aqueous  diluent. 

146a.52  Procaine  penlcUlln  and  crystalline 
penicUlin  In  oil. 


Sec. 

146a.68  Capsules  penicillin  and  novobio¬ 
cin. 

146a.54  PeniclUln-streptomycln  ointment 

(penlclllin-streptmnycln  min¬ 
eral  oil  suspension);  penlclUln- 
dlhydrostreptomycln  ointment 
>  (penicillin  -dlhydrostreptomycln 
mineral  oil  suspension) . 

146a.66  PenldUln-streptomycln  bougies: 

penicUlin  -  dlhydrostreptomycln 
bougies. 

146a.56  PenlcUlin-bacltracln  ointment. 

146a.57  Procaine  penicUlin  and  streptomy¬ 
cin  In  oU;  procaine  penlcUlln 
and  dlhydrostreptomycln  In  oil. 

146a.58  PeniclUln-streptomycln;  penlcU- 
lln-dihydrostreptomycln  veteri¬ 
nary. 

146a.59  PenicUlin  tooth  powder  (tooth 
powder  with  penlcUlln) . 

146a.60  PenlclUln-bacltradn  troches;  penl- 
clUln-Blnc  bacitracin  troches. 

146a.61  Potassium  penicillin  V  (potassium 
penicUlin  V  salt) . 

146a.63  PenlcUUn-neomycln  ointment. 

146a.68  Crystalline  penlcUlln  and  baci¬ 
tracin. 

146a.64  1-Ephenamlne  penicUlin  O  (peni¬ 
cillin  O  1-ephenamlne  salt) . 

146a.65  1-Ephenamlne  penicillin  C  In  olL 

146a.66  {-Bphenamlne  penlcUlln  O  for 
aqueous  Injection. 

146a.67  Procaine  penicillin  in  streptomy¬ 
cin  sulfate  solution;  procaine 
penlcUlln  In  dlhydrostreptomy- 
cln  sulfate  solution  veterinary 
(procaine  penicUlin  in  crystal¬ 
line  dlhydrostreptomycln  sulfate 
solution  veterinary) . 

146a.68  Benzathine  penlcllUn  G  (benza¬ 
thine  penlclUln  G  salt) . 

146a.69  Benzathine  penlcUlln  G  oral  sus¬ 
pension.'  bStizaiiiine  iMnlclUln  G 
for  oral  suspension  (benzathine 
penlcUlln  G  powder) . 

146a.70  PencUUn-streptomydn-bacltracln 
ointment;  penicillin  -  dlhydro¬ 
streptomycln  -  bacitracin  oint¬ 
ment;  penlclUln-streptomycln- 
bacitracln  methylene  dlsaUcylate 
ointment;  penlcUlln  -  dlhydro- 
streptomycln-bacltracln  methyl¬ 
ene  dlsaUcylate  ointment. 

146a.71  PeniclUln-streptomycln  dental 
cones;  penlcUlln-dlhydrostrep- 
tomycln  dental  cones. 

146a.72  Hydrabamlne  penlcUlln  V  (peni¬ 
cillin  V  hydrabamlne  salt) . 

146a.78  Hydrabamlne  penicillin  V  oral  sus¬ 
pension. 

146a.74  Dlethylaminoethyl  ester  penlclUln 
G  hydriodlde  (penlclUln  O  dl- 
ethylamlnoethyl  ester  hydrio¬ 
dlde). 

146a.76  Dlethylaminoethyl  ester  penicillin 
G  hydriodlde  for  aqueous  Injec¬ 
tion  (penlcUlln  G  diethylamlno- 
ethyl  ester  hydriodlde  for  aque- 
^  ous  Injection) . 

146a.76  PeniclUln-streptomycln  Implanta¬ 
tion  pellets;  penlclllln-dlhydro- 
streptomycln  Implantation  pel¬ 
lets. 

146a.77  Bensathlne  penicUlin  O  for  aque¬ 
ous  Injection. 

146a.78  Benzathine  penicillin  G  and  buf¬ 
fered  crystalline  penlcUlln  for 
aqueous  Injection. 

146a.79  Chloroprocalne  penlcUlln  O  (penl¬ 
cUlln  O  chloroprocalne  salt) . 
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Bee. 

146^.80  CSiloroproealne  penldlUn  O  for 
aqueous  injection. 

MOa.81  Penlcimn  -etreptomydn  vaginal 
•oppoettortes;  i>en1cinin  >  dlhy- 
drostreptomycln  vaginal  suppoa- 
ttorlea. 

146a.W  PenlcUUn-etreptomycln-bacltracln 
dental  paste;  penlemin-dUiydro- 
atfeptomyeln-bacttracln  dental 
paste. 

146a.83  Procaine  penlclllln-etreptomycln* 
neomycin-erythromycin  In  oil; 
procaine  penldlUn-dlhydro- 
etreptomydn-neomycln-erthyro- 
mycln  In  oil. 

l4BaJM  Penicillin  and  dlhydroctreptmny- 
dn -streptomycin  sulfates  veter¬ 
inary;  procaine  penicillin  In  dl- 
hydrostreptomydn-streptomydn 
sulfates  solution  veterinary. 

MOa  Benzathlne-proealne-btdfered  crys¬ 

talline  penicillins  for  aqueous 
injection. 

146a.8({  BensaChlne  penldllln  Q  and  pro¬ 
caine  penidlUn  for  aqueous  In¬ 
jection. 

140a.87  Penicillin -badtradn- neomycin 
ointment;  penldlMn-badtradn- 
neomydn  in  oil. 

140aJl8  Penldllln-streptomydn  tablets; 

penlelllln  -  dlfaydrostreptomydn 
tablets. 

140aJB  Penicillin  -  streptomycin  -  neomy- 
dn  In  otl;  penldllln -dlhydro- 
streptomycln-neomycln  In  oil; 
penicillin  -  streptomycin  -  neo- 
mydn  ointment;  penldllin- 
dlhydrostreptomy^  •  neomycin 
ointment. 

1404.90  Procaine  penicillin  and  benzathine 
penldllln  O  In  streptomycin 
solfate  solutloii;  procaine  peni¬ 
cillin  and  benmthlne  penicillin 
O  In  dlhydrostreptomydn  sulfate 
solution  veterinary  (procaine 
penldllln  and  benzathine  penl- 
cintn  O  In  crystalline  dlhydro¬ 
streptomydn  sulfate  solution 
veteiinary). 

i40a.91  Benzathine  penldllln  O  and  strep¬ 
tomycin;  benzathine  penicillin 
O  and  dlhydrostreptomycln  vet¬ 
erinary. 

140a.8S  Tablets  benzathine  penicillin  G 
and  crystalline  penicillin. 

140a.03  Penicillin -streptomycin  powder; 

penldllin  -  dfliydrostreptomydn 
powder. 

146a.94  Dlbenzylamlne  i)enlclllin  O  (dl- 
benzylamlne  penicillin  Q  salt) . 

140a.9S  Dlbenzylamlne  penicillin  and  po¬ 
tassium  penldllln  powder,  buf¬ 
fered. 

146a.90  Dlbenzylsunine  penicillin  and 
streptomycin  In  oil;  dlbenzyla¬ 
mlne  penicillin  and  dlhydro¬ 
streptomydn  In  oQ. 

146a.97  Hydrabamlne  penicillin  O  (hydra- 
bamlne  penicillin  G  salt). 

146a.98  Bydrabamlne  penicillin  Q  oral  sus¬ 
pension. 

140a.99  Capsules  crirstalllne  penicillin  O 
(capsules  crystalline  penldllin  Q 
potassium,  capsules  crystalline 
penicillin  G  sodium) . 

Itta.lOO  Benzathine  penicillin  O  In  oil. 

146a.l01  Benzathine  penicillin  G  and  pro¬ 
caine  penicillin  O  in  oil. 

148a.tQ3  penicillin  G-procalne 

penlcUUn  O-streptomycin  In  oil; 
benzathine  penicillin  O-procalne 
penicillin  O-dlhydrostreptomy- 
cln  In  oil  veterinary. 

146a.l08  Penicillin  V  (phenozymethyl  peni¬ 
cillin). 

146a.l04  Penldllln  V  for  oral  suspension 
(phenozymethyl  penicillin  for 
oral  suspension);  potassium 
penldllln  V  for  oral  solution. 


Sec. 

14(la.l06  Benzathine  penicillin  V  (benza¬ 
thine  penicillin  V  salt) . 

146a.l06  Tablets  benzathine  penicillin  G 
and  penldllln  V. 

146a.l07  Capsules  penicillin  V. 

140a.l08  Procaine  penldUln-streptomycln- 
polymyxln  In  oil;  procaine  peni¬ 
cillin  -  dlhydroBtreptomy^  - 
polymyzln  In  oil;  procaine  peni¬ 
cillin  -  streptomycin  -  polymjrzln 
ointment;  procaine  penlclllln- 
dlhydroetreptomydn  -polymyzln 
ointment. 

148a.l09  Benzathine  penldllln  V  oral  sus¬ 
pension;  benzathine  penicillin  V 
for  oral  suspension. 

146a.ll0  Benzathine  penicillin  G  In  strep¬ 
tomycin  sulfate  solution;  benza¬ 
thine  penldllln  G  In  dlhydro¬ 
streptomycln  sulfate  solution 
veterinary  (benzathine  penicil¬ 
lin  G  in  .  crystalline  dlhydro¬ 
streptomycln  sulfate  solution 
veterinary). 

146a.lll  Procaine  penicillin  -  neomydn- 
polymyzin  In  oil;  procaine  peni¬ 
cillin -neomydn-polymyzln  oint¬ 
ment. 

140a.lia  Crystalline  penldllln-streptomy- 
cln-polymyxln  -  ozytetracycllne- 
carbomycln  powder  veterinary; 
crystalline  penicillin  -  dlhydro¬ 
streptomydn  -  polymyzln  •  ozy- 
tetracycllne-carbomycln  powder 
veterinary. 

AuTHoamr:  SS146a.24  to  146a.ll2  Issued 
imder  sec.  607,  59  Stat.  463,  as  amended;  21 
UB.C.  367. 

§  146a.  11  Buffered  methicillin  sodium 
(buffered  8odium-2,6-dimethoxy- 
^Miyl  penicillin). 

(a)  Standards  of  identity,  strength, 
qtuiUty,  and  purity.  Buffered  methicillin 
sodium  conforms  to  all  the  requirements 
and  is  subject  to  all  procedures  pre¬ 
scribed  by  4 146a.l5(a)  for  methicillin 
sodium,  except  that: 

(1)  It  contains  the  buffer  sodium  cit¬ 
rate  in  a  quantity  not  less  than  4.0  per¬ 
cent  and  not  more  than  5.0  percent  by 
weight  of  its  total  solids;  such  sodium 
citrate  conforms  to  the  standards  pre¬ 
scribed  therefor  by  the  U.S.P. 

(2)  It  may  contain  one  or  more  suit¬ 
able  preservatives. 

(3)  The  methicillin  content  is  cor¬ 
rected  for  the  sodium  citrate  content. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.SP.,  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  unavoidaljle  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded.  In  case  it  is  pack¬ 
aged  for  dispensing,  it  shall  be  in  im¬ 
mediate  'containers  of  colorless,  trans¬ 
parent  glass.  Each  such  container  shall 
contain  1  gram,  2  grams,  3  grams,  4 
grams,  5  grams,  or  6  grams. 

(c)  Labeling — (1)  If  it  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 


statement  “Expiration  date _ ,** 

the  blank  being  filled  in  with  the  date 
that  is  24  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified:  Pro¬ 
vided,  however.  That  such  expiration 
date  may  be  omitted  from  the  immedi¬ 
ate  container  if  it  contains  a  single  dose 
and  it  is  packaged  in  an  individual 
wrapper  or  container. 

(ii)  On  the  circular  or  other  labeling 
within  or  attach^  to  the  package,  the 
statement.  “Reconstituted  solutions  may 
be  stored  for  not  more  than  24  hours  at 
room  temperature  and  not  more  than  4 
dajrs  under  refrigeration.” 

(2)  If  it  is  packaged  solely  for  manu¬ 
facturing  >  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer  the  following: 

(i)  The  number  of  micrograms  of  the 
free  acid  of  methicillin  per  milligram 
and  the  number  of  grams  or  kilograms  in 
the  immediate  container. 

(ii)  The  statement  “Caution:  Federal  • 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(iii)  The  statement  “For  manu¬ 
facturing  use,”  “For  repacking,”  or  “For 
manufacturing  use  or  repacking.” 

(iv)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after  the 
month  during  which  the  batch  was 
certified. 

(d)  Request  for  certification,  check 
tests,  and  aesays;  samples.  Proceed  as 
directed  in  §  146a.l5(d).  except  that  a 
person  who  requests  certification  of  a 
batch  shall  also  submit  with  his  request 
a  statement  showing  the  quantity  of 
sodium  citrate  used  in  making  the  batch 
and  that  such  sodium  citrate  conforms 
to  the  requirements  prescribed  therefor 
by  this  section.  In  case  of  an  initial  re¬ 
quest  for  certification,  he  shall  submit 
an  accurately  representative  sample  of 
such  sodium  citrate  consisting  of 
approximately  5  grams. 

(e)  Fee.  In  addition  to  the  fees  pre¬ 
scribed  in  §  146a.l5(e)  the  fee  for  the 
services  rendered  with  respect  to  the 
sample  of  sodium  citrate  submitted  as 
prescribed  in  paragraph  (d)  of  this  sec¬ 
tion  shall  be  $4.00. 

§  146a.l2  Sodium  oxacillin. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Sodium  oxacillin  is 
the  crystalline  monohydrated  sodium 
salt  of  5-methyl-3-phenyl-4-isoxazolyl 
penicillin.  It  is  so  purified  and  dried 
that: 

(1)  K  contains  not  less  than  815 
micrograms  of  the  free  acid  of  oxacillin 
per  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more, 
than  6.0  percent. 

(4)  Its  pH  in  an  aqueous  solution  con¬ 
taining  30  milligrams  per  milliliter  is 
not  less  than  4.5  and  not  more  than  7.5. 

(5)  Its  sodium  oxacillin  content  is  not 
less  than  90  percent. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con-  '' 
tainer  as  defined  by  the  U.SP.,  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
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that  minor  changes  so  caused  that  are 
normal  and  unavoidable  in  good  pack¬ 
aging.  storage,  and  distribution  prac¬ 
tice  shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container,  as  here¬ 
inafter  indicated,  the  following: 

.(1)  The  batch  mark. 

(2)  The  number  of  micrograms  per 
milligram  and  the  number  of  grams  in 
the  immediate  container. 

(3)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after  the 
month  during  which  the  batch  was 
certified. 

(4)  The  statement  “For  use  in  the 
manufacture  of  nonparenteral  drugs 
only.” 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
niunber  of  packages  of  each  size  in  the 
batch,  and  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assays  made  by  him  of  the 
batch  for  potency,  toxicity,  moisture.  pH, 
sodium  oxacillin  content,  crystallinity,' 
and  identity. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  nine 
packages,  each  containing  approxi¬ 
mately  300  milligrams  plus  one  package 
containing  approximately  2  grams,  taken 
from  a  different  part  of  the  batch, 
packaged  in  accordance  with  the  require¬ 
ments  of  paragraph  (b)  of  this  section. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  section 
shall  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  this  paragraph 
shall  accompany  the  request  for  cer¬ 
tification,  unless  such  fee  is  covered  by 
an  advance  deposit  maintained  in  ac¬ 
cordance  with  S  146.8(d)  of  this  chapter. 

§  146a.l3  Sodium  oxacillin  tablets. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Sodium  oxacillin 
tablets  are  tablets  composed  of  sodium 
oxacillin,  with  or  without  one  or  more 
suitable  and  harmless  buffer  substances, 
diluents,  binders,  lubricants,  colorings, 
and  flavorings.  The  potency  of  each 
tablet  is  not  less  than  250  milligrams. 
Its  moisture  content  is  not  more  than 
6.0  percent.  Tablets  not  exceeding  15 


millimeters  in  diameter  or  not  intended 
only  for  preparing  solutions  shall  dis¬ 
integrate  within  1  hour.  The  sodium 
oxacillin  conforms  to  the  requirements 
of  §  146a.l2(a).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.S.P.  or  NJ.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 

(b)  Packaging.  Unless  each  sodium 
oxacillin  tablet  is  enclosed  in  a  foil  or 
plastic  film  and  such  enclosure  is  a  tight 
container  as  defined  by  the  U.S.P.,  ex¬ 
cept  the  provision  that  it  shall  be  capa¬ 
ble  of  tight  reclosure,  the  immediate 
container  shall  be  a  tight  container  as 
so  defined.  The  immediate  container 
may  also  contain  a  desiccant  separated 
from  the  tablets  by  a  plug  of  cotton  or 
other  like  material.  The  composition  of 
the  immediate  container,  or  of  the  foil 
or  film  enclosure,  shall  be  such  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  that  are  normal  and  unavoidable 
in  good  packaging,  storage,  and  distri¬ 
bution  practice  shall  be  disregarded. 

(c)  Labeling.  In  addition  to  the  label¬ 
ing  requirements  prescribed  by  §  1.106 
(b)  of  this  chapter  (regulations  issued 
under  section  502(f)  of  the  act),  each 
package  shall  bear  on  the  outside  wrap¬ 
per  or  container  and  the  immediate  con¬ 
tainer,  as  hereinafter  indicated,  the 
following : 

(1)  The  statement  “Expiration  date 

• _ - _ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after 
the  month  during  which  the  batch  was 
certified. 

(2)  If  the  batch  contains  buffer  sub¬ 
stances,  the  name  of  each  such  substance 
used  in  making  the  batch. 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  compl3dng  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  of  sodium  oxacillin  tablets  shall 
submit  with  his  request  a  statement 
showing  the  batch  mariE,  the  number  of 
tablets  in  such  batch,  the  number  of 
tablets  of  the  batch  packaged  into  dii^- 
pensing-size  containers  during  each 
day's  packaging  operations,  the  batch 
mark  (and  unless  it  was  previously  sub¬ 
mitted)  the  date  on  which  the  latest 
assay  of  the  sodium  oxacillin  used  in 
making  such  batch  was  completed,  the 
number  of  milligrams  in  each  tablet,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,'  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  a  statement 
that  each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(a)  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  the  batch: 
Average  potency,  average  moisture,  and, 
if  required  by  paragraph  (a)  of  this  sec¬ 
tion,  disintegration  time  of  tablets  col¬ 
lected  during  the  time  of  tableting  the 


batch;  and,  unless  the  tablets  are  pack¬ 
aged  into  dispensing-size  containers  im¬ 
mediately  after  they  are  compressed, 
average  moisture  of  tablets  collected  dur¬ 
ing  each  day  of  packaging  the  batch. 

(b)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch:  Average  potency,  average  mois¬ 
ture,  and,  if  required  by  paragraph  (a) 
of  this  section,  disintegration  time  of 
tablets  collected  during  each  day  the  tab¬ 
lets  are  being  packaged  into  dispensing- 
size  containers. 

(ii)  The  sodium  oxacillin  used  in 
making  the  batch:  Potency,  content  of 
sodium  oxacillin,  toxicity,  moisture,  pH, 
crystallinity,  and  identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(1)  The  batch: 

(a)  For  potency  and  moisture: 

(f )  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  the  batch: 
One  tablet  for  each  5,000  tablets  in  the 
batch,  but  in  no  case  less  than  30  tab¬ 
lets,  collected  by  taking  single  tablets  at 
such  intervals  throughout  the  entire  time 
of  tableting  the  batch  that  the  quantities 
tableted  during  the  intervals  are  approx¬ 
imately  equal; 

(2)  If,  after  tableting,  such  person 
packages  the  batch  into  dispensing-size 
containers:  20  tablets  collected  at  equal 
intervals  during  each  day  the  tablets  are 
being  packaged,  except  that  this  sample 
is  not  required  if  the  tablets  are  pack¬ 
aged  immediately  after  they  are  com¬ 
pressed;  or 

(3)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch  (for  the  purposes  of  certification, 
a  batch  shall  be  that  number  of  tablets 
filled  by  such  person  into  dispensing-size 
containers  during  each  da3r*s  packaging 
operations) :  One  tablet  for  each  5.C00 
tablets,  but  in  no  case  less  than  3C  tab¬ 
lets  collected  by  taking  single  tablets  at 
such  intervals  throughout  each  day  of 
packaging  the  tablets  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

,  (b)  For  disintegration  time:  6  tablets. 

(ii)  The  sodium  oxacillin  used  in 
making  the  batch:  10  packages,  each 
containing  not  less  than  300  milligrams, 
packaged  in  accordance  with  the  require¬ 
ments  of  §  146a.l2(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch:  One  package  of 
each,  containing  approximately  5  grams. 

(4)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph  are  not  required  if 
such  result  and  sample  have  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  <with  respect  to  each  batch  of 
tablets  under  the  regulations  in  this  sec¬ 
tion  shall  be: 

(1)  $0.75  for  each  tablet  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a)  (1)  and  (3)  of  this 
section;  $3.00  for  the  samples  submitted 
in  accordance  with  paragraph  (d)  (3)  (i) 
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<a)  (2)  and  (b)  of  this  section;  $5.00  for 
each  package  in  the  sample  submitted 
in  accordance  with  paragraph  (d)  (3)  (ii) 
of  this  section;  $4.00  for  each  package 
in  the  sample  submitted  in  accordance 
with  paragraph  (d)  (3)  (iii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  exami¬ 
nation  of  such  tablets  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  S  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigatimis. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  unless  such  fees 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8(d)  of 
this  chapter. 

§  146a.l4  Sodium  oxacillin  capsules. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Sodium  oxacillin 
capsules  are  capsules  composed  of  so¬ 
dium  oxacillin,  with  or  without  one  or 
more  buffer  substances,  diluents,  bind¬ 
ers,  lubricants,  vegetable  oils,  colorings, 
and  fiavorings,  enclosed  in  a  gelatin  cap¬ 
sule.  The  potency  of  each  capsule  is 
not  'less  than  250  milligrams.  The 
moisture  content  is  not  more  than  6  per¬ 
cent.  The  sodium  oxacillin  conforms 
to  the  requirements  of  S  146a.l2.  Each 
other  ingredient  used,  if  its  name  is  rec¬ 
ognized  in  the  n.SP.  or  NJ*.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging;  labeling;  request  for 
certification,  samples;  fees.  Sodium 
oxacillin  capsules  conform  to  all  require¬ 
ments  and  procedures  prescribed  for 
sodium  oxacillin  tablets  by  S  146a.l3  (b), 

(c),  (d),  and  (e),  except  with  respect  to 
disintegration  time. 

§  146a.  15  Methicillin  sodium. 

(а)  Standards  of  identity,  strength, 
quality,  and  purity.  Methicillin  sodium 
is  the  crystalline  monohydrated  sodium 
salt  of  2.6-dimethoxyphenyl  penicillin. 
It  is  so  purified  and  dried  that: 

(1)  It  contains  not  less  than  815 
micrograms  of  the  free  acid  of  methi¬ 
cillin  per  milligram. 

(2)  It  is  sterile. 

(3)  It  is  nonpyrogenic. 

(4)  It  is  nontoxic. 

(5)  Its  moisture  content  is  not*  more 
than  6.0  percent. 

(б)  Its  pH  in  an  aqueous  solution  con¬ 
taining  10  milligrams  per  milliliter  is 
not  less  than  5.0  and  not  more  than  76. 

(7)  Its  methicillin  content  is  not  less 
than  90  percent. 

(b>  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  UJSf .,  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
piirity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  unavoidable  in  good  packag¬ 
ing.  storage,  and  distribution  practice 
shall  be  disregarded.  In  case  it  is  pack¬ 
aged  for  dispensing,  it  shall  be  in  im¬ 
mediate  containers  of  colorless  trans¬ 


parent  glass.  Each  such  container  shall 
contain  1  gram. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  S  1.106(b)  ot 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  fUled  in  with  the  date 
that  is  24  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified. 

(ii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  a 
statement  that  solutions  prepared  from 
the  drug  should  be  stored  under  refrig¬ 
eration  and  used  within  24  hours. 

(2)  It  is  packaged  solely  for  manu¬ 
facturing  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer,  the  following : 

(1)  The  number  of  micrograms  of  the 
free  acid  of  methicillin  per  milligram, 
and  the  number  of  grams  or  kilograms  in 
the  immediate  container. 

(ii)  The  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription.” 

(iii)  The  statement  “For  manufactur¬ 
ing  use,”  “For  repacking,”  or  “For  manu¬ 
facturing  use  or  repacking.” 

(iv)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after  the 
month  during  which  the  batch  was 
certified. 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statonent 
showing  the  batch  mark,  the  numb^  of 
packages  of  each  size  in  the  batch,  the 
number  of  milligrams  in  each  package, 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  Uie 
drug  comprising  the  batch  was  com¬ 
pleted.  Such  request  shaU  be  accompa¬ 
nied  or  followed  by  results  of  tests  and 
assays  made  by  him  on  the  batch  for 
potency,  sterility,  toxicity,  pjnrogens, 
moisture,  pH.  methicillin  content,  cnys- 
tallinity,  and  identity. 

(2)  If  such  batch  is  packi^ed  for  dis¬ 
pensing,  such  person  shall  submit  with 
his  request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate  con¬ 
tainers. 

(ii)  For  sterility  testing:  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  through  the  entire  time  of 
packing  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(3)  If  such  batch  is  packaged  for  re¬ 
packing  or  for  use  as  an  ingredient  in 
the  manufacture  of  another  drug,  such 


parson  shaU  submit  with  his  request  an 
accurately  representative  sample  of  the 
batch,  consis'cing  of  the  following: 

(i)  For  all  tests  except  sterility:  Nine 
package,  each  containing  i^proxi- 
mately  300  milligrams,  plus  one  pack¬ 
age  containing  approximately  2  grama. 

(ii)  For  sterility  testing:  10  packages, 
each  containing  approximately  300  milli¬ 
grams. 

Each  such  package  shall  be  packaged  in 
accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  section  shall 
be: 

(1)  $5.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  (i)  of 
this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (2)  (ii)  or  (3)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations  other  than  examination 
of  such  immediate  containers  are  neces¬ 
sary  to  determine  whether  or  not  such 
batch  complies  with  the  requirements 
of  §  146.3  of  this  chapter  for  the  issu¬ 
ance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  imless  such  fees 
are  covered  by  an  advance  deposit  main- 
tained  in  accordance  with  S  146.8(d)  of 
this  chapter. 

§  146a.  16  Phenethicillin  potassium  Cpo< 
tassium  a>phenoxyethyl  penicillin). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Phenethicillin  po¬ 
tassium  is  the  cnrstalline  Dl/-a-phenoxy- 
ethyl.  penicillin  potassium  salt.  It  con¬ 
tains  not  less  than  90  percent  by  weight 
of  phenethicillin  potassium.  It  contains 
not  less  than  55  percent  and  not  more 
than  75  percent  of  L-o-phenoxyethyl 
penicillin  potassium.  It  is  so  purified 
and  dried  that: 

(1)  Its  potency  is  not  less  than  1,328 
units  per  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  1.5  percent. 

(4)  Its  pH  in  an  aqueous  solution  of 
5,000  units  to  10,000  units  per  milliliter 
is  not  less  than  4.0  and  not  more  than 
7.5. 

(b)  Packaging.  In  all  cases  the  imme¬ 
diate  container  ^all  be  a  tight  con¬ 
tainer  as  defined  by  the  U.S.P.,  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
piuity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  unavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container,  as  herein¬ 
after  Indicated,  the  following: 

(1)  The  batch  mark. 

(2)  The  number  of  units  per  milli¬ 
gram  and  the  number  of  grams  In  the 
immediate  container. 

(3)  The  statement  “Expiration  date 
_ ,”  the  blank  being  filled  in  with  the 
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date  that  is  24  months  after  the  month 
during  which  the  batch  was  certified,  ex¬ 
cept  that  the  blank  may  be  filled  in  wil^ 
the  date  that  is  30  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied  if  the  person  who  requests  certifica¬ 
tion  has  submitted  to  the  Commissioner 
results  of  tests  and  assays  showing  that 
after  having  been  stored  for  such  period 
of  time  such  drug  as  prepared  by  him 
complies  with  tlie  standards  prescribed 
by  paragraph  (a)  of  this  section. 

(4)  The  statement  ^‘Por  use  in  the 
manufacture  of  nonparenteral  drugs 
only.” 

(5)  The  statement  "Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification:  samples. 

(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch,  and  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assays  made  by  him  on  the 
batch  for  potency,  content  of  phenethl- 
cillin  potassium,  content  of  L-a-phen- 
oxyethyl  penicillin  potassium,  toxicity, 
moisture,  pH,  crystallinity,  and  identity. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  10 
packages,  each  containing  approximately 
300  milligrams  taken  from  a  different 
part  of  such  batch,  packaged  in  accord¬ 
ance  with  the  requirements  of  paragraph 
(b)  of  this  section. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  section 
shall  be: 

(1)  $5.00  for  each  immediate  con¬ 

tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  this 
section.  ^ 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  14^a.l7  Phenethicillin  potassinm  (po- 
tassiam  o-plienoxyetliyl  penicillm) 
tablets. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  PhenetWcillin  po¬ 
tassium  tablets  are  tablets  composed  of 
phenethicillin  potassium,  with  or  with¬ 
out  one  or  more  suitable  and  harmless 
buffer  substances,  diluents,  binders,  lu¬ 
bricants,  colorings,  and  flavorings,  and 
.  with  or  without  one  or  more  suitable 
analgesic  substances,  antihistaminics, 
and  vasoconstrictors.  The  potency  of 
each  tablet  is  not  less  than  50,000  units, 
and  if  it  is  less  than  100,000  units  it  is 
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unscored.  Its  moisture  content  is  not 
more  than  1.5  percent  unless  the  person 
who  requests  certification  has  submitted 
to  the  Commissioner  information  ade¬ 
quate  to  prove  that  his  drug  is  stable 
vdien  it  has  a  moisture  content  exceeding 
this  amount.  In  no  case  shall  its  mois¬ 
ture  content  exceed  2.0  percent.  Tablets 
not  exceeding  15  millimeters  in  diameter 
or  not  intended  only  for  preparing  solu¬ 
tions  shall  disintegrate  within  1  hour. 
The  phenethicillin  potassium  conforms 
to  the  requirements  of  §148a.l6(a). 
Each  other  substance  used,  if  its  name  is 
recognized  in  the  U.S.P.  or  N.P.,  con¬ 
forms  to  the  standards  prescribed  by 
such  official  compendhim. 

(b)  Packaging.  Unless  each  phen¬ 
ethicillin  potassium  tablet  is  enclosed  in 
a  foil  or  plastic  film  and  such  enclosure 
is  a  tight  container  as  defined  by  the 
U.S.P.,  except  the  provision  that  it  shall 
be  capable  of  tight  reclosure,  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  a3  so  defined.  The  immediate 
container  may  also  contain  a  desiccant 
separated  from  the  tablets  by  a  plug  of 
cotton  or  other  like  material.  The  com¬ 
position  of  the  immediate  container,  or 
of  the  foil  or  film  enclosure,  shall  be  such 
as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

ic)  Labeling.  In  addition  to  the  label¬ 
ing  requirements  prescribed  by  §  1.106(b) 
of  this  chapter  (regulations  issued  under 
section  502(f)  nf  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  If  the  batch  contains  buffer  sub¬ 
stances,  the  name  of  each  such  sub¬ 
stance. 

(ii)  The  statement  "Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified,  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  18  months,  24 
months,  30  months,  or  36  months  after 
the  month  during  which  the  batch  was 
certified  if  the  person  who  requests  cer¬ 
tification  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  showing 
that  after  having  been  stored  for  such 
period  of  time  such  drug  as  prepared  by 
him  complies  with  the  standards  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(2)  On  the  label  and  labeling,  if  it 
contains,  in  addition  to  phenethicillin 
potassium,  one  or  more  of  the  active 
ingredients  specified  in  paragraph  (a)  of 
this  section,  after  the  name  "phenethi¬ 
cillin  potassium  tablets,”  wherever  it 

appears,  the  words  "with _ ,”  the 

blank  being  filled  in  with  the  conunon 
or  usual  name  of  each  other  ingredient, 
in  Juxtaposition  with  such  name. 

(d)  Request  for  certification:  samples. 
(1)  In  addition  to  compl3dng  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  of  phenethicillin  potassium  tablets 
shall  submit  with  his  request  a  statement 


showing  the  batch  mai4c,  iSae  number  of 
tablets  in  such  batch,  the  number  of 
tablets  of  the  batch  packaged  into  dis¬ 
pensing-size  containers  during  each 
day’s  packaging  operations,  the  number 
of  units  in  each  tablet,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  the 
date  (unless  submitted  previously)  on 
which  the  latest  assay  of  the  phenethi¬ 
cillin  potassium  used  in  maUng  such 
batch  was  completed,  the  quantity  of 
each  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor,  if  any,  by  this 
section. 

(2)  Except  as  otherwise  provided  In 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch: 

(a)  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  the  batch: 
Average  potency,  average. moisture,  and, 
if  required  by  paragraph  (a)  of  this  sec¬ 
tion,  disintegration  time  of  tablets  col¬ 
lected  during  the  time  of  tableting  the 
batch;  and,  imless  the  tablets  are  pack¬ 
aged  into  dispensing-size  containers  im¬ 
mediately  after  they  are  compressed, 
average  moisture  of  tablets  collected 
during  each  day  of  packaging  the  batch. 

(b)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch:  Average  potency,  average  mois¬ 
ture,  and,  if  required  by  paragraph  (a) 
of  this  section,  disintegration  time  of 
tablets  collected  during  each  day  the 
tablets  are  being  packaged  into  dispens¬ 
ing-size  containers. 

(ii)  The  phenethicillin  potassium  used 
in  making  the  batch:  Potency,  content 
of  phenethicillin  potassimn,  content  of 
L-a-phenoxyethyl,  penicillin  potassium, 
toxicity,  moisture,  pH,  crystallinity,  and 
identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  herein¬ 
after  indicated,  accurate  representative 
samples  of  the  following : 

(i)  The  batch: 

(a)  For  potency  and  moisture: 

(1)  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  tbe  batch : 
One  tablet  for  each  5,000  tablets  in  the 
batch,  but  in  no  case  less  than  30  tablets 
collected  by  taking  single  tablets  at  such 
Intervals  throughout  the  entire  time  of 
tableting  the  batch  that  the  quantities 
tableted  during  the  intervals  are  ap¬ 
proximately  equal; 

(2)  If,  after  tableting,  such  person 
packages  the  batch  into  dispensing-size 
containers:  20  tablets  collected  at  equal 
Intervals  during  each  day  the  tablets  are 
being  packaged,  except  that  this  sample 
is  not  required  if  the  tablets  are  pack¬ 
aged  immediately  after  they  are  com¬ 
pressed;  or 

(3)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch  (for  the  purposes  of  certification, 
a  batch  shall  be  that  number  of  tablets 
filled  by  such  person  into  dispensing-size 
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containers  during  each  day’s  packaging 
operations) :  One  tablet  for  each  5,000 
tablets,  but  in  no  case  less  than  30  tablets 
collected  by  taking  single  tablets  at  such 
intervals  throughout  each  day  of  pack¬ 
aging  the  tablets  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  disintegration  time:  6  tablets. 

(ii)  The  phenethicillin  potassium  used 
in  making  the  batch:  10  packages,  each 
containing  not  less  than  300  milligrams, 
packaged  in  accordance  with  the  require¬ 
ments  of  §  146a.  16(b). 

(Hi)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch:  One  package  of 
each,  containing  approximately  5  grams. 

(4)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph  are  not  required  if 
such  result  and  sample  have  been  previ-. 
ously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  of 
phenethicillin  potassium  under  the  regu¬ 
lations  in  this  section  shall  be: 

(1)  $0.75  for  each  tablet  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)(3)(i)(a)  (f)  and  (3)  of  this 
section;  $3.00  for  the  sample  submitted 
in  accordance  with  paragraph  (d)  (3)  (i) 
(a)  (2)  and  (b)  of  this  section;  $5.00 
for  each  package  in  the  sample  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  of  this  section;  $4.00  for  each 
package  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)(3)(iii)  of 
this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  tablets  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

Tl\e  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the, 
request  for  certification,  unless  such  fees ' 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8(d)  of 
this  chapter. 

§  I46a.l8  Phenethicillin  potassium  (po¬ 
tassium  a-phenoxyethyl  penicillin) 
for  oral  solution. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Phenethicillin  po¬ 
tassium  for  oral  solution  is  a  mixture  of 
phenethicillin  potassium,  with  or  without 
one  or  more  suitable  and  harmless  col¬ 
orings,  fiavorings.  buffer  substances,  and 
preservatives,  and  with  or  without 
one  or  more  suitable  analgesic  sub¬ 
stances.  antihistaminics,  and  vasocon¬ 
strictors.  Its  moisture  content  is  not 
more  than  1.0  percent.  The  phenethi¬ 
cillin  potassium  used  conforms  to  the 
requirements  of  S146a.l6(a).  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.SP.  or  NJP..  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  of  phenethicillin  po¬ 
tassium  for  oral  solution  shall  be  a  tight 
container  as  defined  by  the  U.S.P.  The 


composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  piurity 
of  the  contents  beyond  any  limits  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  normal 
and  unavoidable  in  good  packaging,  stor¬ 
age,  and  distribution  practice  shall  be 
disregarded. 

(c)  Labeling.  In  addition  to  the 
labeling  requirements  prescribed  by 
§  1.106(b)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  act), 
each  package  shall  bear  on  its  label  or 
labeling,  as  hereinafter  indicated,  the 
following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  If  the  batch  contains  buffer  sub¬ 
stances.  the  name  of  each  such 
substance. 

(ii)  The  statement  “Expiration  date 

- the  blank  being  filled  in 

with  the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified,  except  that  the  blank  may  be 
filled  in  with  the  date  that  is  18  months, 
24  months,  or  30  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section. 

(2)  On  the  label  and'  labeling,  if  it 
contains,  in  addition  to  phenethicillin 
potassium,  one  or  more  of  the  active  in¬ 
gredients  specified  in  paragraph  (a)  of 
this  section,  after  the  name  “phenethi¬ 
cillin  potassium  for  oral  solution,” 
wherever  it  appears,  the  words  “with 

_ ,”  the  blank  being  filled  in 

with  the  common  or  usual  name  of  each 
other  ingredient,  in  Juxtaposition  with 
such  name. 

(d)  (1)  Request  for  certification;  sam¬ 
ples.  In  addition  to  compl3dng  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  of  phenethicillin  potassium  for 
oral  solution  shall  submit  with  his  re¬ 
quest  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  mark,  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the 
phenethicillm  potassium  used  in  making 
such  batch  was  completed,  the  number 
of  units  in  each  immediate  container,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  a  statement 
that  each  ingredient-used  in  makhig  the 
batch  conforms  to  the  requir^ents  pre¬ 
scribed  therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
'With  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  phenethicillin  potassium  uged 
in  making  the  batch:  Potency,  content  of 
phenethicillin  potassium,  content  of 


L-a-phenoxyethyl,  penicillin  potassium, 
toxicity,  moisture.  pH,  crystallinity,  and 
identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  One  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  5  Immediate  containers  collected  by 
taking  single  immediate  containers  at 
such  intervals  throughout  the  entire  time 
of  packaging  the  batch  that  the  quanti¬ 
ties  packaged  during  the  intervals  are 
approximately  equal. 

(ii)  The  phenethicillin  potassium  used 
in  making  the  batch:  10  packages  con¬ 
taining  not  less  than  300  milligrams 
packaged  in  accordance  with  the  require¬ 
ments  of  §  146a.l6(b). 

(iii)  In  the  case  of  an  Initial  request 
for  certification,  each  other  substance 
used  in  making  the  batch:  One.  package 
of  each  containing  approximately  5 
grams. 

(4)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagraph  (3) 

(ii)  of  this  paragraph  are  not  required 
if  such  result  and  sample  have  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  of 
phenethicillin  potassium  for  oral  sus¬ 
pension  under  the  regulations  in  this 
section  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  and 

(iii)  of  this  section:  $5.00  for  each  pack¬ 
age  of  the  sample  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (ii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fees 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  9  146.8  of  this 
chapter. 

§  14^a.l9  Benzathine  penicillin  V  for 
aqueous  injection  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Benzathine  peni¬ 
cillin  V  for  aqueous  injection  is  a  dry 
mixture  of  benzathine  penicillin  V  and 
one  or  more  suitable  and  harmless  sus¬ 
pending  or  dispersing  agents  and  with  or 
without  one  or  more  suitable  and  harm¬ 
less  preservatives,  buffer  substances,  and 
local  anesthetics;  or  it  is  an  aqueous 
suspension  of  benzathine  penicillin  V  and 
one  or  more  suitable  and  harmless  sus¬ 
pending  or  dispersing  agents,  buffer  sub-/ 
stances,  and  preservatives,  and  with  or  , 
without  one  or  more  suitable  and  harm¬ 
less  local  anesthetics.  It  is  so  purified 
that: 
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(1)  If  it  is  an  aqueous  suspension  of  the 
drug,  each  container  or  each  milliliter 
shall  contain  not  less  than  300,000  units. 

(2)  It  is  sterile. 

(3)  Itisnonpsrrogenic. 

(4)  It  is  nontoxic. 

(5)  If  it  is  the  dry  mixture  of  the  drug, 
its  moisture  content  is  not  more  than  8 
percent. 

(6)  Its  pH  in  saturated  solution  is  not 
less  than  5.0  and  not  more  than  7.5. 

The  benzathine  penicillin  V  used  con¬ 
forms  to  the  requirements  of  S  146a.l05 

(a).  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.S.P.  or  NJ^., 
conforms  to  the  standards  prescribed 
therefor  by  such  ofBclal  compendium. 

(b)  Packaging.  In  all  cases  the  imme¬ 
diate  containers  shall  be  tight  containers 
as  defined  by  the  UJS.P.,  shall  be  sterile 
at  the  time  of  filling  and  closing,  shall  be 
so  sealed  that  the  contents  cannot  be 
used  without  destroying  such  seal,  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  quality 
or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused  that 
are  normal  and  unavoidable  in  good 
packaging,  storage,  and  distribution 
practice  shall  be  disregarded.  In  case  it 
is  packaged  for  dispensing,  it  shall  be  in 
immediate  containers  of  transparent 
glass,  closed  by  a*  substance  through 
which  a  hsrpodermic  needle  may  be  in¬ 
troduced  and  withdrawn  without  re¬ 
moving  the  closure  or  destroying  its  ef¬ 
fectiveness.  Each  such  container  shall 
contain  not  less  than  3.000,000  units  and 
each  may  be  packaged  in  combination 
with  a  container  of  a  suitable  aqueous 
diluent. 

(c)  Labeling.  In  addition  to  the 

labeling  requirements  prescribed  by 
§  1.106(c)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  act), 
each  package  shall  bear,  on  its  label  or 
labeling,  as  hereinafter  indicated,  the 
following:  • 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  statement  “Expiration  date 

_ the  blank  being  fiUed  in,  if 

it  is  a  dry  mixture  of  the  drug,  with  the 
date  that  is  24  months,  or  if  it  is  the 
aqueous  suspension  of  the  drug,  with  the 
date  that  is  12  months,  after  the  month 
during  which  the  batch  was  certified. 

(ii)  The  statement  “For  veterinary 
use  only.” 

(iii)  The  statement  "Warning — Not 
for  use  in  animals  producing  milk, 
since  this  use  will  result  in  contamina¬ 
tion  of  the  milk. 

(2)  On  the  outside  wrapper  or  con¬ 
tainer,  if  it  is  the  aqueous  suspension  of 
the  drug,  the  statement  “Store  in  re¬ 
frigerator  not  above  15*  C.  (59*  F.)”  or 
“Store  below  15*  C.  (59*  F.),”  unless  the 
person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  such  drug 
as  prepared  by  him  complies  with  the 
standards  prescribed  in  paragraph  (a) 
of  this  section  after  having  been  stored 
at  room  temperature. 

(3)  On  a  circular  or  other  labeling 
within  or  attached  to  the  package  of  the 
dry  mixture  of  the  drug,  the  conditions 
under  which  a  suspension  made  from 
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assays  of  the  neomycin  used  in  making 
the  batch  for  potency,  moisture,  and  pH. 
He  shall  also  submit  in  connection  with 
his  request  (unless  it  was  previously  sub¬ 
mitted)  a  sample  consisting  of  S  pack¬ 
ages  of  the  neomycin  used  in  making  the 
ointment,  containing  approximately 
.equal  portions  of  0.5  gram  each. 

(c)  The  fees  for  the  services  rendered 
With  respect  to  the  ssunple  submitted  in 
accordance  with  paragraph  (b)  of  this 
section  shall  be  $4.00  for  each  immediate 
container  of  the  neomycin  used  in  mak¬ 
ing  the  ointment. 

§  146a.21  Capsules  penicillin-tetracy¬ 
cline  phosphate  complex-novobiocin- 
nystatin  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Capsules  penicillin- 
tetracycline  phosphate  complex-novo- 
biocin-nystatin  veterinary  are  crystal¬ 
line  potassium  penicillin  G,  tetracycline 
phosphate  complex,  monosodium  novo¬ 
biocin.  and  nystatin,  with  or  without  one 
or  more  suitable  and  harmless  buffer 
substances,  lubricants,  colorings,  and 
flavorings,  enclosed  in  a  suitable  and 
harmless  gelatin  capsule.  Each  capsule 
contains  100,000  units  of  penicillin,  the 
equivalent  of  50  milligrams  of  tetracy¬ 
cline  hydrochloride  as  the  phosphate 
complex,  50  milligrams  of  novobiocin, 
and  50,000  tmits  of  nystatin.  The  mois¬ 
ture  content  is  not  more  than  8  percent. 
The  crystalline  penicillin  G  potassium 
used  conforms  to  the  requirements  of 
8  146a.24 (a),  except  8  146a.24(a)  (2)  and 
(4).  The  tetracycline  phosphate  com¬ 
plex  used  conforms  to  the  requiremoits 
of  8  146c.232(a)  of  this  chapter.  The 
crystalline  monosodium  used  conforms 
to  the  standards  prescribed  by  §  146a.53 

(a) .  The  nystatin  used  conforms  to  the 
standards  prescribed  by  8  146c.224(a)  of 
this  chapter.  Each  other  ingredient 
used,  if  its  name  is  recognized  in  the 
UHP.  or  NP.,  conforms  to  the  standards 
prescribed  therefor  by  such  ofiScial 
compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  -con¬ 
tainers  as  deflned  by  the  U.  S.  P.  and 
shall  be  of  such  composition  that  they 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minpr  chemges  so 
caused  that  are  normal  and  unavoidable 
in  good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  Indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(i)  The  batch  mark. 

(ii)  The  number  of  units  of  penicillin, 
the  number  of  milligrams  of  tetnu:ycline 
phosphate  complex  expressed  in  its 
equivalency  of  tetracycline  hydrochlo¬ 
ride,  the  number  of  milligrams  of  novo¬ 
biocin,  and  the  number  of  units  of 
nystatin  in  each  capsule  of  the  batch. 

(iii)  The  name  of  each  buffer  sub¬ 
stance  used  in  making  the  batch. 

(iv)  The  statement  “Eviration  date 

... - the  blank  being  flUed  in 

with  the  date  that  is  18  months  after 
the  month  during  which  the  batch  was 
certifled. 


(V)  The  statement,  *Tor  oral  veter¬ 
inary  use  only  in  the  treatment  of 
susceptible  bacterial  infections  in  dogs 
and  cats.” 

(2)  On  a  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  und  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 
Such  circular  or  other  labeling  may  also 
bear  a  statement  that  a  brochure  or  other 
printed  matter  containing  information 
for  other  veterinary  use  of  such  drug 
by  a  veterinarian  licensed  by  law  to 
administer  it  will  be  sent  to  such  veter¬ 
inarian  on  request. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  {  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark;  the 
number  of  capsules  in  such  batch;  the 
number  of  capsules  of  the  batch  pack¬ 
aged  into  dispensing-size’  containers  dur¬ 
ing  each  day’s  packaging  operations;  the 
batch  marks  and  (unless  submitted  pre¬ 
viously)  the  dates  on  which  the  latest 
assays  of  the  penicillin,  tetracycline 
phosphate  complex,  novobiocin,  and 
nystatin  used  in  making  such  batch  were 
completed;  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch;  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted;  and  a  statement  that  each  other 
ingredient  used  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch: 

(a)  If  the  person  who  requests  cer¬ 
tification  is  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  capsules  collected  durii^ 
the  time  of  capsuling  the  batch,  and, 
unless  the  capsules  are  packaged  into 
dispensing-size  containers  immediately 
after  they  are  capsuled,  average  moisture 
of  capsules  collected  during  each  day  of 
packaging  the  batch. 

(b)  If  the  person  who  requests  cer¬ 
tification  is  not  the  manufacturer  of  the 
batch :  Average  potency  and  average 
moisture  of  capsules  collected  during 
each  day  the  capsules  are  being  packsiged 
into  dispensing-size  containers. 

(ii)  The  penicillin  used  in  making  the 
4)atch:  Potency,  toxicity,  moisture,  pH, 
crystallinity,  and  heat  stability. 

(iii)  The  tetracycline  phosphate  com¬ 
plex  used  in  making  the  batch:  Potency, 
toxicity,  moisture,  pH.  crystallinity,  ab¬ 
sorptivity,  and  identity. 

(iv)  The  novobiocin  used  in  making 
the  batch:  Potency,  toxicity,  pH,  mois¬ 
ture,  and  crystallinity. 

(V)  The  nystatin  used  in  making  the 
batch:  Potency,  toxicity,  pH,  moisture, 
and  identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  accurately  representa¬ 
tive  samples  of  the  following: 


(i)  The  batch:  ' 

(a)  If  the  person  who  requests  cer¬ 
tification  is  the  manufacturer  of  the 
batch:  One  capsule  for  each  5,000  cap¬ 
sules  in  the  batch,  but  in  no  case  less 
than  30  capsules  collected  by  taking 
single  capsules  at  such  intervals  through¬ 
out  the  entire  time  of  capsuling  the  batch 
that  the  quantities  capsuled  during  the 
intervals  are  approximately  equal; 

(b)  If.  after  capsuling,  such  person 
packages  the  batch  into  dispensing-size 
containers:  20  capsules  collected  at  equal 
intervals  during  each  day  the  capsules 
are  being  packaged,  except  that  this 
sample  is  not  required  if  the  capsules 
are  packaged  immediately  after  they  are 
capsuled ;  or 

(c)  If  the  person  who  requests  cer¬ 
tification  is  not  the  manufacturer  of 
the  batch  (for  the  purposes  of  certifica¬ 
tion.  a  batch  shall  be  that  number  of 
capsules  filled  by  such  person  into  dis¬ 
pensing-size  Containers  during  each 
day’s  packaging  operations) :  One  cap¬ 
sule  for  each  5,000  capsules,  but  in  no 
case  less  than  30  capsules  collected  by 
taking  single  capsules  at  such  intervals 
throughout  each  day  of  packaging  the 
capsules  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  penicillin  used  in  making  the 
batch:  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
8  146a.24  (b). 

(iii)  The  tetracycline,  phosphate  com¬ 
plex  used  in  making  the  batch :  10  pack¬ 
ages,  each  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams.  plus  one  package  containing  ap¬ 
proximately  1  gram.  Each  such  package 
shall  be  packaged  in  accordance  with  the 
requirements  of  8  146C.232  (b)  of  this 
chapter. 

(iv)  The  novobiocin  used  in  making 
the  batch:  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  300  milligrams. 

(V)  The  nystatin  used  in  making  the 
batch:  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  300  milligrams. 

(Vi)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each,  containing  approximately  5  grams. 

(4)  The  results  referred  to  in  sub- 
paragraph  (2)  (ii).  (iii),  (iv),  and  (v) 
of  this  paragraph  and  the  samples 
referred  to  in  subparagraph  (3)  (ii), 
(iii),  (iv).  and  (v)  of  this  paragraph 
are  not  required  if  such  results  or  samples 
have  been  previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  section  shall 
be: 

(1)  $1.50  for  each  capsule  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a)  and  (c)  of  this 
section;  $3.00  for  the  sample  submitted 
in  accordance  with  paragraph  (d)  (3)  (i)/  * 
(b)  of  this  section;  $4.00  for  each  im¬ 
mediate  container  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph 

(d)(3)  (ii),  (iii),  (iv),  (v),  and  (vi)  of 
this  section. 
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(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  S  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fees 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146a.22  Penicillin  •streptomycin -neo¬ 
mycin-polymyxin  ointment;  penicil¬ 
lin  -dihydrostreptomycin  -  neomycin- 
polymyxin  ointment. 

Penicillin  -  streptomycin  -  neomycin- 
polymyxin  ointment  and  penicillin-di- 
hydrostreptomycin-neomycin-polymyxin 
ointment  conform  to  all  requirements 
and  are  subject  to  all  procedures  pre¬ 
scribed  by  §  146a.89  for  penicillin-strep¬ 
tomycin-neomycin  ointment  and  peni¬ 
cillin  -  dihydrostreptomycin  .  neomycin 
ointment,  except  that: 

(a)  They  may  contain  diethylamino- 
ethyl  ester  penicillin  G  hydriodide.  The 
diethylaminoethyl  ester  penicillin  Q  hy¬ 
driodide  used  conforms  to  the  require¬ 
ments  prescribed  by  §  146a.74  (a),  except 
§  146a.74  (a)  (2),  (3)  and  (4). 

(b)  They  contain  not  less  than  25,000 
units  of  polymyxin  B  per  single-dose 
container.  The  polymyxin  B  used  con¬ 
forms  to  the  requirements  prescribed  for 
polsrmyxin  B  by  §  146b.l07  (a)  of  this 
chapter,  except  the  standard  for  toxicity. 

(c)  [Reserved.] 

(d)  In  addition  to  complying  with  the 
requirements  of  §  146a.89  (c) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  number  of  units  of 
polymyxin  in  each  gram  of  the  batch, 
the  batch  mark,  and  (unless  it  was  pre¬ 
viously  submitted)  the  results  and  the 
date  of  the  latest  tests  and  assays  of 
the  polymyxin  B  used  in  making  the 
batch  foi  notency.  He  shall  also  submit 
in  connecUon  with  his  request  (unless  it 
was  previously  submitted)  a  sample  con¬ 
sisting  of  5  packagdb  containing  approxi¬ 
mately  equal  portions  of  not  less  than  0.5 
gram  each  of  the  polymsrxin  used  In 
making  the  batch. 

(e)  The  fee  for  .the  services  rendered 
with  respect  to  the  sample  submitted  in 
accordance  with  paragraph  (d)  of  this 
section  shall  be  $4.00  for  each  immedi¬ 
ate  container  of  the  polymyxin  used  in 
making  the  batch. 

§  146a.23  Penicillin- streptomycin -ery. 
thromycin  ointment;  penicillin-dihy- 
drostreptomycin-erythromycin  oint¬ 
ment. 

Penicillin  -  streptomycin-erythromycin 
ointment  and  penlcillin-dlhydrostrepto- 
mycin-erythromycin  ointment  conform 
to  all  requirements  and  are  subject  to  all 
procedures  prescribed  by  S  146a.54  for 
penicillin-streptomycin  ointment  and 
penicillin-dihydrostreptomycin  oint¬ 
ment,  except  that: 

(a)  They  contain  not  less  than  8.0 
milligrams  of  erythromycin  per  gram. 
The  enrthromycin  used  conforms  to  the 


standards  prescribed  by  §  146b.l21  (a)  of 
this  chapter. 

(b)  In  addition  to  complying  with  thie 
requirements  of  §  146a.54(c),  ^a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  number  of  milligrams  of 
erythromycin  in  each  gram  of  the  batch, 
the  batch  mark,  and  (unless  they  were 
previously  submitted),  the  results  and 
the  date  of  the  latest  tests  and  assays 
of  the  erythromycin  used  in  making  the 
batch  for  potency,  moisture,  pH,  and 
color-identity  test.  He  shall  also  sub¬ 
mit  in  connection  with  his  request  a 
sample  consisting  of  not  less  than  7  im¬ 
mediate  containers  of  the  batch  and 
(unless  it  was  previously  submitted)  a 
sample  consisting  of  5  packages  con¬ 
taining  approximately  equal  portions  of  . 
not  less  than  0.5  gram  each  of  the  eryth¬ 
romycin  used  in  making  the  batch. 

(c)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  paragraph  (b)  of  this 
section  shall  be: 

(1)  $6.00  for  each  immediate  contain¬ 
er  of  the  ointment; 

(2)  $4.00  for  each  immediate  contain¬ 
er  of  erythromycin  used  in  making  the 
ointment. 

§  146a.24  Sodium  penicillin  (penicillin 
sodium,  penicillin  sodium  salt),  cal¬ 
cium  penicillin  (penicillin  calcium, 
penicillin  calcium  salt),  crystidline 
penicillin  (crystalline  penicillin  so¬ 
dium,  crystalline  penicillin  sodium 
salt,  crystalline  penicillin  potassium, 
crystalline  penicillin  potassium  salt, 
crystalline  penicillin  G  sodium,  crys¬ 
talline  penicillin  G  sodium  salt,  ciys- 
talline  penicillin  G  potassium,  crys¬ 
talline  penicillin  G  potassium  salt, 
crystalline  penicillin  O  sodium,  crys¬ 
talline  penicillin  O  sodium  salt,  crys¬ 
talline  penicillin  O  potassium,  crys¬ 
talline  penicillin  O  potassium  salt). 

(a)  Standards  of  .identity,  strength, 
quality,  and  purity.  Sodium  penicillin 
is  the  sodium  salt  of  a  kind  of  peni¬ 
cillin,  or  a  mixture  of  two  or  more  such 
salts;  calcium  penicillin  is  the  calcium 
salt  of  a  kind  of  penicillin,  or  a  mix¬ 
ture  of  two  or  more  such  salts;  crystal¬ 
line  penicillin  is  the  heat-stable  crystal¬ 
line  sodium  or  potassium  salt  of  one  or 
more  kinds  of  penicillin,  but  the  quantity 
of  any  salt  of  penicillin  K  therein  is  not 
more  than  30  percent;  crystalline  pen¬ 
icillin  Q  is  crystalline  penicillin  which 
contains  not  less  than  85  percent  by 
weight  of  the  sodium  salt  or  potassium 
salt  of  penicillin  O;  crystalline  pen¬ 
icillin  O  is  crystalline  penicillin  which 
contains  not  less  than  85  percent  by 
weight  of  the  sodium  salt  or  potassium 
salt  of  penicillin  O  and  it  contains 
not  more  than  0.5  percent  by  weight  of 
the  sodium  salt  or  potassium  salt  of 
penicillin  G.  Each  such  drug  is  so  puri¬ 
fied  and  dried  that: 

(1)  Its  potency  is  not  less  than  500 
units  per  milligram,  except  that  if  it  con- 

.  tains  not  less  than  90  percent  of  a  salt  of 
penicillin  X  its  potency  is  not  less  than 
350  units  per  milligram; 

(2)  It  is  sterile; 

(3)  It  is  nontoxic; 

(4)  It  is  nonpyrogenic; 


(5)  Its  moisture  content  is  not  more 
than  2.5  percent  unless  it  is  crystalline 
penicillin  in  which  case  its  moisture  con¬ 
tent  is  not  more  than  1.5  percent; 

(6)  Its  pH  in  aqueous  solution  of  30 
milligrams  per  milliliter  is  not  less  than  . 
5.0  and  not  more  than  7.5. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  8.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing.  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destro3dng  the 
seal,  and  shall  be  of  such  composition 
as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
imavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded.  In  case  it  is  packaged  for  dis¬ 
pensing,  it  shall  be  in  immediate  con¬ 
tainers  of  colorless  transparent  glass, 
closed  by  a  substance  through  which  a 
hypodermic  needle  may  be  introduced 
and  withdrawn  without  removing  the 
closure  or  destroying  its  effectiveness; 
each  such  container  shall  contain  100,000 
imits,  200,000  units,  300,000  xmits,  500,000 
units,  1,000,000  units,  2,000,000  units, 
3,000,000  units,  4,000,000  units,  or  5,000,- 
000  units,  except  that  when  packaged 
and  labeled  solely  for  dental  use  each 
such  container  may  contain  not  less  than 
10,000  units  and  except  that  when  pack¬ 
aged  and  labeled  for  intravenous  infu¬ 
sion  only  each  such  container  may  con¬ 
tain  20,000,000  units,  and  each  may  be 
packaged  in  combination  with  a  con¬ 
tainer  of  the  solvent,  water  for  injection 
U.SP.,  dextrose  injection  5  percent 
n.S.P.  (if  not  packaged  for  dental  use) , 
sodium  chloride  solution  U.S.P.  or  an 
aqueous  solution  of  a  suitable  local 
anesthetic. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  (Dn  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,“  the 

blank  being  filled  in  with  the  date  that  is 
18  months,  or  if  it  is  crystalline  penicil¬ 
lin,  36  months,  after  the  month  dming 
which  the  batch  was  certified. 

(ii)  On  the  immediate  container,  the 
statement  “Sterile  solution  may  be  kept 
in  refrigerator  for  —  days  without  signi¬ 
ficant  loss  of  potency,”  the  blank  being 
filled  in  with  the  figure  “3”  if  it  is  crystal¬ 
line  penicillin  or  with  the  figure  “7”  if  it 
is  not  crystalline  penicillin,  unless  such 
information  is  contained  in  the  labeling 
within  the  package  from  which  it  is 
dispensed. 

(iii)  On  the  outside  wrapper  or  con¬ 
tainer,  if  it  is  not  crystalline  penicillin, 
the  statement  “Store  in  refrigerator  not 
above  15*  C.  (59*  P.) .” 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
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that  in  lieu  at  the  statement  ‘‘Caution: 
Federal  law  prohibits  dispensing  without 
prescription.”  each  package  shall  include 
information  containing  directions  and 
warnings  a''equate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(3)  It  is  packaged  solely  lor  manu¬ 
facturing  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer  the  following: 

(i)  The  number  of  units  of  penicillin 
per  milligram  or  per  gram  and  the  num¬ 
ber  of  grams  or  kilograms  in  the  im¬ 
mediate  container. 

(ii)  The  statonent  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(iii)  The  statement  “For  manufactur¬ 
ing  use,”  “For  repacking,”  or  “For  man¬ 
ufacturing  use  or  repacking.” 

(iv)  The  information  required  by  sub- 
paragraph  (1)  (i)  and  (hi)  of  this  para¬ 
graph. 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  S  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a-  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  the  batch,  the 
number  of  units  in  each  package,  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  the  batch  was  com¬ 
pleted.  Such  request  shall  be  accom- 
pemied  or  followed  by  the  results  of  tests 
and  assays  made  by  him  on  the  batch 
for  potency,  sterility,  toxicity,  pyrogens, 
moisture,  pH.  penicillin  K  content  (un¬ 
less  it  is  crystalline  penicillin  O  or  crys¬ 
talline  penicillin  O),  crystallinity  and 
heat  stability  if  it  is  crystalline  penicil¬ 
lin.  the  penicillin  Q  content  if  it  is  crys¬ 
talline  penicillin  O  or  crystalline  penicil¬ 
lin  O,  and  the  penicillin  O  content  if  it 
is  crystalline  penicillin  O.  If  such  batch 
or  any  part  thereof  is  to  be  packaged 
with  a  solvent  such  request  shall  also  be 
acompanied  by  a  statement  that  such 
solvent  conforms  to  the  ii^uirements 
prescribed  therefor  by  this  section. 

(2)  If  such  batch  is  packaged  for  dis¬ 
pensing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  10  im¬ 
mediate  containers  for  sterility  testing 
and.  for  all  tests  except  sterility,  one 
immediate  container  for  each  5.000  im¬ 
mediate  eon^iners  in  the  batch  but  in 
no  case  less  than  the  following  quantities 
(excluding  the  10  containers  submitted 
for  sterility) : 

(i)  If  it  is  not  crystalline  penicillin, 
not  less  than  6  Immediate  containers: 

(ii)  If  it  is  crystalline  penicillin,  other 
than  crystalline  penicillin  O  or  crystal¬ 
line  penicillin  O,  not  less  than  8  imme¬ 
diate  containers ; 

(iii)  If  it  is  crsrstalline  penicillin  G  or 
crystalline  penicillin  O,  not  less  than  10 
immediate  containers;  or 


(iv)  If  it  is  packaged  in  containers 
of  less  than  100,000  units  each  for  dental 
use,  not  less  than  20  immediate  contain¬ 
ers  if  it  is  not  crystalline  penicillin,  and 
not  less  than  40  immediate  containers 
if  it  is  crystalline  penicillin. 

Such  sample  shall  be  collected  by  taking 
single  immediate  containers  before  or 
after  labeling,  at  such  intervals  through¬ 
out  the  entire  time  of  packaging  the 
batch  that  the  quantities  packaged  dur¬ 
ing  the  intervals  are  approximately 
equal 

(3)  If  such  batch  is  packaged  for  re¬ 
packing  or  for  use  in  the  manufacture 
of  another  drug,  such  person  shall  sub¬ 
mit  with  his  request  an  accurately 
representative  sample  of  the  batch,  con¬ 
sisting  of  the  following: 

(i)  For  all  tests  except  sterility:  6 
packages,  or  in  the  case  of  crsrstalline 
penicillin  10  packages,  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  60  milligrams  each. 

(ii)  For  sterility  testing;  10  packages, 
each  containing  approximately  300 
milligrams. 

Each  such  portion  shall  be  taken  from 
a  dilTerent  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

(4)  In  connection  with  contemplated 
requests  for  certification  of  repacked 
batches  or  batches  of  another  drug  in 
the  manufacture  of  which  it  is  to  be  used, 
the  manufacturer  of  a  batch  which  is 
to  be  so  repacked  or  used  may  request 
the  Commissioner  to  make  check  tests 
and  assays  on  a  sample  of  such  batch 
taken  as  prescribed  by  subparagraph  (3) 
of  paragraph.  From  the  informa¬ 
tion  required  by  subparagraph  (1)  of  this 
paragraph  may  be  omitt^  results  of 
tests  and  assays  not  required  for  the 
batch  when  used  in  such  other  drug. 
The  Commissioner  shall  report  to  such 
manufacturer  results  of  such  check  tests 
and  assays  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  imder 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i), 
(ii).  and  (iii),  (3)  (i).  and  (4)  of  this 
section;  $1.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (iv) 
of  this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations,  other  than  examination 
of  such  immediate  containers,  are  neces¬ 
sary  to  determine  whether  or  not  such 
batch  complies  with  the  requirements  of 
8  146.3  of  this  chapter  for  the  issuance  of 
a  certificate,  the  cost  of  such  investiga¬ 
tions.  . 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 


the  request  for  certification  unless 
such  fee  is  covered  by  an  advance 
deposit  maintained  in  accordance  with 
8  146.8  (d)  of  this  chapter. 

(f)  Exemption  of  crystalline  penicil¬ 
lin  O  from  certification.  Crystafiine 
penicillin  Q  sodium,  crystalline  penicillin 
Q  sodium  salt,  crystalline  penicillin  Q 
potassium,  crystalline  penicillin  G  po¬ 
tassium  salt,  shall  be  exempt  from  the 
requirements  of  sections  502  (1)  and  507 
of  the  act.  No  provision  of  any  regula¬ 
tion  in  this  part  shall  apply  to  such  drug 
except  the  standards  of  identity, 
strength,  quality,  and  puilty  specified 
for  its  use  in  the  manufacture  of  another 
drug. 

§  146a.25  Penicillin  in  oil  and  wax 
(calcium  penicillin  in  oU  and  wax, 
crystalline  penicillin  in  oil  and  wax). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  in  oil  and 
wax  is  a  suspension  of  calcium  penicil¬ 
lin  or  crystalline  penicillin  in  a  mens¬ 
truum  of  refined  peanut  oil  or  sesame  oU 
in  which  white  wax  is  dispersed.  If  it  is 
represented  to  be  free- flowing,  not  less 
than  50  percent  of  the  total  relative 
weight  of  the  penicillin  in  the  drug  con¬ 
sists  of  penicillin  having  a  particle  size 
of  not  less  than  50  microns  in  length. 
Its  potency  is  100.000  units.  200.000  units, 
or  300.000  units  per  milliliter  except  if  it 
is  packaged  and  labeled  solely  for  udder 
instillations  of  cattle  its  potency  is  2.()00 
units  per  milliliter.  The  content  of  white 
wax  in  the  menstruum  before  the  addi¬ 
tion  of  the  penicillin  is  not  less  than  3.0 
percent  (w/v)  if  the  potency  is  to  be  not 
more  than  200,000  units  per  nfilliliter, 
and  not  less  than  4.7  or  more  than  4.9 
percent  (w/v)  if  the  potency  is  to  be 
300,000  units  per  milliliter.  The  mois- 
txire  content  is  not  more  than  1.0  percent. 
It  is  sterile.  The  calcium  penicillin  or 
crs^talline  penicillin  used  conforms  to 
the  requirements  of  §  146a.24  (a) ,  but  its 
potency  is  not  less  than  750  units  per 
milligram  if  it  is  used  in  making  a  prod¬ 
uct  of  not  more  than  200.000  units  per 
milliliter,  and  not  less  than  900  units 
per  milligram  if  it  is  used  in  making  a 
product  containing  300,000  units  per  mil¬ 
liliter.  The  peanut  cll.  sesame  oil.  and 
the  white  wax  usdd  conform  to  the 
standards  prescribed  therefor  by  the 
U.  S.  P. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  penicillin  in  oil  and  wax  shall  be 
of  colorless  transparent  glass  (if  pack¬ 
aged  and  labeled  solely  for  udder  instilla¬ 
tions  of  cattle,  it  shall  be  of  transparent 
glass)  so  closed  as  to  be  a  tight  container 
as  defined  by  the  U.  S.  P.,  shall  be  sterile 
at  the  time  of  Ailing  and  closing,  shall  be 
so  sealed  that  its  contents  cannot  be  used 
without  destroying  such  seal,  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 
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normal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
^all  be  disregarded.  The  quantity 
penicillin  In  oil  and  wax  in  each  such 
container  shall  be  not  less  than  one  mll- 
Uliter  and  not  more  than  20  milliliters, 
unless  it  Is  packaged  for  repacking  or  is 
packaged  and  labeled  solely  for  udder  In¬ 
stillations  of  cattle.  Unless  it  is  pack¬ 
aged  for  repacking  each  container  shall 
be  filled  with  a  volume  of  penicillin  in  oil 
and  wax  In  excess  of  that  designated, 
which  excess  shall  be  sufQclent  to  per¬ 
mit  the  withdrawal  and  the  administra¬ 
tion  of  the  volume  indicated  whether  ad¬ 
ministered  in  either  single  or  multiple 
doses. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  require¬ 
ments  prescribed  by  §  1.106(b)  of  tills 
chapter  (regulations  issued  under  section 
502(f)  of  the  act),  each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  tiie 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in,  if  crystalline 
penicillin  is  used,  with  the  date  that  is  18 
months,  or  if  crystalline  penicillin  is  not 
used,  with  the  date  that  is  12  months 
after  the  month  during  which  the  batch 
was  certified. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 
statements  “Do  not  heat”  and  “Shake 
well,”  if  it  is  represented  to  be  free 
flowing. 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  without 
prescription,”  each  package  shall  in¬ 
clude  information  containing  directions 
and  warnings  adequate  for  the  veteri¬ 
nary  use  of  the  drug  by  the  laity. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  of  penicillin  in  oil  and  wax 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  such  batch,  the 
batch  mark  and  (unless  it  was  previ¬ 
ously  submitted)  the  date  on  which  the 
latest  assay  of  the  penicillin  used  in  mak¬ 
ing  such  batch  was  completed,  the  num¬ 
ber  of  imits  in  each  of  such  packages,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  the  date  on  which  ^e 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  that  the  pea¬ 
nut  oil  or  sesame  oil  and  white  wax  used 
in  making  such  batch  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph. 


such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assairs  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency,  sterility,  mois- 
tme,  and  if  it  is  represented  to  be  free- 
fiowing,  the  particle  size  of  the  penicillin. 

(11)  The  penicillin  used  in  making  the 
batch;  potency,  sterility,  toxicity,  pyro¬ 
gens,  moisture,  pH,  penicillin  K  content 
(unless  it  is  crystalline  penicillin  G). 
crystallinity  and  heat  stability  if  it  is 
cnrstalUne  penicillin,  and  the  penicillin  Q 
content  if  it  is  crystalline  penicillin  G. 

(3)  Except  as  otherwise  provided  by 
subparagrai^  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(1)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  5  pack- 
c^es. 

(b)  For  sterility  testing;  10  packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  penicillin  used  in  making  the 
batch: 

(a)  For  all  tests  except  sterility;  6 
packages  if  it  is  calcium  penicillin  or  10 
packages  if  it  is  crystalline  penicillin, 
each  containing  approximately  equal 
portions  of  not  less  than  60  milligrams. 

(b)  For  sterility  testing;  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  300  milligrams. 

Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§146a.24  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  the  peanut  oil  or  sesame  oil 
and  white  wax  used  in  making  the  batch; 
one  package  of  each  containing,  respro- 
tively,  approximately  250  grams  and  25 
grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
penicillin  in  oil  and  wax  under  the  regu¬ 
lations  in  this  part  shsdl  be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (a) ,  and  (ii)  (a) , 
and  (iii)  of  this  section;  $10.00  for  all 
containers  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  section; 
$10.00  for  all  containers  sulxnitted  in 
accordance  with  paragriq>h  (d)  (3)  (ii) 
(b)  of  this  section. 


(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  8  146.3 
of  this  chapter  fox  the  issuance  of  a 
certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fees  prescribed  by  i^bparagrcq;)h 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  8  146.8 
(d)  of  this  chapter. 

§  146a.26  Penicillin  ointment. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  ointment 
is  cidcium  penicillin,  crystalline  penicil¬ 
lin,  procaine  penicillin,  or  Z-ephenamine 
penicillin  G  in  a  suitable  and  harmless 
ointment  base,  with  or  without  a  suitable 
anesthetic.  If  it  is  intended  solely  for 
veterinary  use  and  is  conspicuously  so 
labeled,  it  may  contain  nitrofurazone 
and  a  suitable  and  harmless  salt  of 
cobalt.  Its  moisture  content  is  not 
more  than  1.0  percent.  Its  potency  is 
not  less  than  250  units  per  gram,  ex¬ 
cept  if  it  is  packaged  and  labeled  solely 
for  udder  instillations  of  cattle,  its  po¬ 
tency  is  not  less  than  2,000  units  per 
gram.  The  calcium  penicillin  or  crystal¬ 
line  penicillin  used  conforms  to  the  re¬ 
quirements  of  §  146a.24(a) ,  except  the 
limitation  on  penicillin  K  content,  and 
except  §  146a.24(a)  (1),  (2),  (3),  and 
(4),  but  its  potency  is  not  less  than  300 
units  per  milligram.  The  procaine  peni¬ 
cillin  used  conforms  to  the  requirements 
of  §  146a.44(a),  except  8  146a.44(a)  (2), 

(3),  and  (4).  The  Z-ephenamine  peni¬ 
cillin  G  used  conforms  to  the  require¬ 
ments  of  §146a.64(a),  except  8  146a.64 
(a)  (2),  (3),  and  (4).  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  U.SP.  or  NP.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  Unless  it  is  intended 
solely  for  veterinary  use,  penicillin  oint¬ 
ment  shall  be  packaged  in  collapsible 
tubes,  which  shall  be  well-closed  con¬ 
tainers  as  defined  by  the  U.  8.  P.,  and 
shall  not  be  larger  than  the  % -ounce 
size  if  such  ointment  is  represented  for 
ophthalmic  use,  and  in  no  case  larger 
than  the  2-ounce  size.  The  composition 
of  the  immediate  container  shall  be  such 
as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  8  1.106(b)  of 
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this  chftpter  (regulations  issued  under 
sectkm  502(f)  of  the  act) ,  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,** 

the  blank  being  filled  in  with  the  date 
that  is  not  more  than  12  months  after 
the  month  during  which  the  batch  was 
certified,  except  that  the  blank  may  be 
filled  in  with  the  date  that  is  18  months, 
24  months,  36  months.  48  months,  or  60 
months  after  the  month  during  which 
the  batch  was  certified  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assays  showing  that  after  having  been 
stored  for  such  period  of  time  such  drug 
as  prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer.  the  statement  “Store  in  refrigera¬ 
tor  not  above  15“  C.  (59“  P.)”  or  “Store 
below  15“  C.  (59“  P.),*’  unless  the  person 
who  requests  certification  has  submitted 
to  the  (Commissioner  results  of  tests  and 
assays  showing  that  such  drug  as  pre¬ 
pared  by  him  complies  with  the  stand¬ 
ards  prescribed  by  paragraph  (a)  of 
this  section  after  having  been  stored  at 
room  temperature;  but  in  no  case  shall 
such  statement  be  required  if  it  is  labeled 
with  an  expiration  date  that  is  9  months 
after  the  month  during  which  the  batch 
was  certified. 

(2)  It  is  packctged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  Ueu  of  the  statement  “Caution:  Ped- 
eral  law  prohibits  dispensing  without 
prescription.’*  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  of  penicillin  ointment  shall  submit 
with  his  request  a  statement  showing  the 
batch  mark,  the  number  of  packages  of 
each  size  in  such  batch,  the  batch  mark 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
penicillin  used  in  making  such  batch  was 
completed,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the  drug 
comprising  such  batch  was  completed, 
and  that  each  component  of  the  oint¬ 
ment  base  used  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  as¬ 
says  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency  and  moisture. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  moisture,  pH,  crystal¬ 
linity  if  it  is  a  crystalline  salt  of  peni¬ 
cillin.  heat  stability  if  it  is  crystalline 
penicillin  or  Z-ephenamine  penicillin  G, 
the  penicillin  Q  content  if  it  is  penicillin 


Q.  and  the  specific  rotati(m  if  it  is 
Z-ephenamine  pigiicillin  O. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
Indicated,  accurately  representative  sam¬ 
ples  of  the  following: 

(i)  The  batch;  one  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5  packages,  collected  by 
taking  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  penicillin  used  in  making  the 
batch;  5  packages,  or  in  the  case  of  crys¬ 
talline  penicillin.  10  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  60  milligrams  if  it  is  not 
procaine  penicillin,  and  not  less  than  300 
milligrams  if  it  is  procaine  penicillin, 
packaged  in  accordance  with  the  re¬ 
quirements  of  §  146a.24  (b)  or  §  146a.44 
(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  the  Ingredients  used  in 
making  the  batch;  one  package  of  each 
containing  approximately  200  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 

(3)  (ii)  of  this  paragraph,  is  required  If 
such  result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
penicillin  ointment  under  the  regulations 
in  this  part  shall  be: 

(1)  $4.00  for  each  package  in  the 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  of  this  section, 
$4  00  for  each  package  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)  (3)  (11)  and  (ill),  of  this  section; 
and 

(2)  If  the  Commissioner  considers  that 
Investigations,  other  than  examination  of 
such  packages,  are  necessary  to  deter¬ 
mine  whether  or  not  such  batch  complies 
with  the  requirements  of  S  146.3  of  this 
chapter  for  the  issuance  of  a  certificate, 
the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146a.27  Penicillin  tablets. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  tablets 
are  tablets  composed  of  sodium  penicil¬ 
lin,  calcium  penicillin,  potassium  peni¬ 
cillin,  crystalline  penicillin  O,  crystalline 
penicillin  V,  crystalline  pota^ium  peni¬ 
cillin  V,  benzathine  peniciUin  G  or  pro¬ 
caine  penicillin,  with  or  without  one  or 
more  suitable  ssrmpathomimetic  agents, 
analgesic  substances,  antihistaminics, 
and  caffeine  and  with  or  without  qne  or 
more  suitable  and  harmless  vitamin  sub¬ 
stances,  puffer  substances,  diluents, 
binders,  lubricants,  colorings,  and  fiavor- 
ings.  They  may  also  contain  probenecid 
or  one  or  more  suitable  sulfonamides. 
The  potency  of  each  tablet  is  not  less 
than  50,000  units,  and  if  it  is  less  than 


100,000  units  it  is  unscored.  Its  moisture 
content  is  not  more  than  1.0  percent  if 
it  contains  sodium  penicillin,  calcium 
penicillin,  potassium  penicillin,  or  crys¬ 
talline  penicillin  O;  not  more  than  2.0 
percent  if  it  contains  procaine  penicil¬ 
lin;  not  more  than  3.0  percent  if  it  con¬ 
tains  crystalline  penicilUn  V;  and  not 
more  than  8.0  percent  if  it  contains 
benzathme  penicillin  G.  If  it  contains 
crystalline  potassium  penicillin  V,  its 
moisture  content  is  not  more  than  1.5 
percent  unless  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  information  adequate  to  prove 
that  his  drug  is  stable  when  it  has  a 
moisture  content  not  exceeding  3  percent. 
Tablets  not  exceeding  15  millimeters  in 
diameter,  or  not  intended  only  for  pre¬ 
paring  solutions,  shall  disintegrate 
within  1  hour.  The  penicillin  used  con¬ 
forms  to  the  standards  prescribed  for 
such  drug  by  the  regulations  in  this 
chapter,  except  the  standards  for  steril¬ 
ity  and  pyrogens.  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.S.P.  or  NJ*.,  conforms  to  the  standards 
prescribed  therefor  by  such  ofllcial  com¬ 
pendium. 

(b)  Packaging.  Unless  each  penicil¬ 
lin  tablet  is  enclosed  in  a  foil  or  plastic 
film  and  such  enclosure  is  a  tight  con- 
ttilner  as  defined  by  the  U.  S.  P..  except 
the  provision  that  it  shall  be  capable  of 
tight  reclosure,  the  immediate  container 
shall  be  a  tight  container  as  so  defined. 
The  immediate  container  may  also  con¬ 
tain  a  desiccant  separated  from  the  tab¬ 
lets  by  a  plug  of  cotton  or  other  like 
material.  The  composition  of  the  im¬ 
mediate  container,  or  of  the  foil  or  film 
enclosure,  shall  be  such  as  will  not  cause 
any  change  m  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded.  If  the  penicillin 
tablets  are  freely  soluble,  each  immedi¬ 
ate  container  may  be  packaged  in  com¬ 
bination  with  one  immediate  container 
of  a  suitable  and  harmless  aqueous  ve¬ 
hicle  with  or  without  one  or  more  suit¬ 
able  sulfonamides. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and 
the  immediate  container,  as  hereinafter 
indicated,  the  following: 

(i)  If  the  batch  contains  buffer  sub¬ 
stances,  the  name  of  each  substance. 

(ii)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  one  of  the  following  dates  after 
the  month  during  which  the  batch  was 
certified: 

(a)  If  a  crystalline  penicillin  is  not 
used,  12  months. 

(b)  If  a  crystalline  penicillin  is  used 
and  it  contains  a  vitamin  substance,  18 
months. 

(c)  If  a  penicillin  V  or  potassium 
penicillin  V  is  used  and  it  does  not  con¬ 
tain  a  vitamin  substance,  24  months. 
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fined  by  the  U.  S.  P..  and  shall  be  of 
such  composition  as  will  not  cause  any 
change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  require¬ 
ments  prescribed  by  S  1.106(b)  of  this 
chapter  (regulations  issued  under  section 
502(f)  of  the  act),  each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container  the  fol¬ 
lowing: 

(1)  If  the  batch  contains  buffer  sub¬ 
stances.  the  name  of  each  such  sub¬ 
stance. 

(ii)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied,  except  that  if  the  person  who  re¬ 
quests  certification  has  submitted  to  the 
Commissioner  results  of  tests  and  assays 
that  show  such  drug  as  prepared  by  him 
is  stable  for  36  months,  such  date  may 
be  used  for  such  drug. 

(iii)  If  it  contains,  in  addition  to  pen¬ 
icillin,  one  or  more  of  the  other  active 
ingredients  specified  in  paragraph  (a) 
of  this  section,  after  the  name  “crys¬ 
talline  penicillin  O  oral  suspension,’* 
wherever  it  appears,  the  words  “with 

_ (the  blank  being  filled  in  with 

the  common  or  usual  name  of  each  such 
other  ingredient) in  juxtaposition  with 
such  name. 

(2)  /f  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  penicillin  G  used 
in  making  such  batch  was  completed,  the 
potency  per  milliliter  of  the  batch,  the 
date  on  which  the  latest  assay  of  the  drug 
comprising  such  batch  was  completed, 
the  quantity  of  each  ingredient  used  in 
making  the  batch,  and  a  statement  that 
each  such  ingredient  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch;  average  potency  per 
milliliter  and  moisture. 


(ii)  The  penicillin  O  used  in  making 
the  batch:  potency,  toxicity.  pH.  mois¬ 
ture,  crystallinity,  and  the  penicillin  G 
content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  coimection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  follow!^: 

(i)  The  batch;  1  immediate  Container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  5 
immediate  container*^  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  penicillin  G  used  in  making 
the  batch;  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146a.24  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  1  package  of  each 
containing  approximately  5.0  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be : 

( 1 )  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  -(i),  (ii),  and  (iii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  the  ex¬ 
amination  of  such  immediate  containers, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee  is 
covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  (d)  of 
this  chapter. 

§  146a.29  Penicillin  with  aluminum  hy¬ 
droxide  gel. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  with  alu¬ 
minum  hydroxide  gel  is  a  packaged  com¬ 
bination  of  one  immediate  container  of 
penicillin  and  one  immediate  container 
of  aluminum  hydroxide  gel.  Such  peni¬ 
cillin  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146a.24(a),  except 
subparagraphs  (1)  and  (4)  of  §  146a.24 
(a) ,  but  its  potency  is  not  less  than  300 
units  per  milligram.  Such  aluminum 
hydroxide  gel  conforms  to  the  standards 
prescribed  therefor  by  the  U.S.P.,  but 
contains  not  more  than  50  viable  micro¬ 
organisms  per  milliliter. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  the  penicillin  shall  conform  to 
the  packaging  requirements  set  forth  in 
§  146a.  24  (b) ,  except  that  it  shall  contain 
not  less  than  300,000  units  and  its  closure 


may  be  one  through  which  a  hypodermic 
needle  cannot  be  introduced.  The  im¬ 
mediate  container  of  the  aluminum  hy¬ 
droxide  gel  shall  be  a  tight  container  as 
defined  by  the  U.  8.  P.;  the  quantity 
therein  shall  be  30  milliliters  for  each 
100,000  units  in  the  immediate  container 
of  penicillin. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on  . 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  of 
penicillin,  the  statement  “Expiration 

date _ ,”  the  blank  being  filled 

in  with  the  date  that  is  18  months  after 
the  month  during  which  the  batch  was 
certified,  unless  it  is  crystalline  peni¬ 
cillin,  in  which  case  the  blank  is  filled 
in  with  the  date  that  is  36  months  after 
the  month  during  which  the  batch  was 
certified. 

(ii)  On  the  immediate  container  of 
the  penicillin,  the  statement  “Warning — 
Not  for  injection,”  unless  it  conforms  to 
the  standards  and  packaging  require¬ 
ments  prescribed  therefor  by  §  146a.24 
(a)  and  (b) ,  except  that  the  immediate 
container  may  contain  300,000  units. 

(iii)  On  the  immediate  container  of 
the  aluminum  hydroxide  gel,  the  condi¬ 
tions  under  which  the  mixture  should  be 
stored,  including  a  reference  to  its  in¬ 
stability  when  stored  under  other  con- 
ditionsl  and  the  statement  “The  mixture 
may  be  kept  in  refrigerator  for  1  week 
without  significant  loss  of  potency,”  un¬ 
less  such  information  is  contained  in  the 
circular  or  other  labeling  within  or  at¬ 
tached  to  the  package. 

(iv)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  of 
the  aluminum  hydroxide  gel: 

(a)  A  statement  giving  the  method 
for  dissolving  the  penicillin  in  the  alu¬ 
minum  hydroxide  gel. 

(b)  The  potency  per  milliliter  after 
the  penicillin  has  been  dissolved  therein. 

(V)  On  the  outside  wrapper  or  con¬ 
tainer  if  it  is  not  crystalline  penicillin, 
the  statement  “Store  in  refrigerator  not 
above  15“  C.  (59“  F.)”  or  “Store  below 
15“  C.  (59“  F.).” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Requests  for  certification;  samples. 
(1)  In  addition  to  comply^g  with  re¬ 
quirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  of  penicillin  for  inclusion  in  such, 
combination  shall  submit  with  his  re¬ 
quest  a  statement  showing  the  batch 
mark  of  the  penicillin,  the  number  of 
packages  thereof  in  such  batch,  the  num¬ 
ber  of  units  in  the  immediate  container 
thereof,  and  (unless  it  was  previously 
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sulHiiltted)  the  date  on  which  the  latest 
assay  of  the  penicillin  included  in  such 
combination  was  completed,  and  a  state¬ 
ment  that  the  aluminum  hydroxide  gel 
conforms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  made  by  him  on  an  accurately 
representative  sample  of  the  penicillin 
for  potency,  sterility,  toxicity,  moisture, 
pH,  penicillin  K  content  (unless  it  is 
crsrstaUinc  penicillin  G) ,  crystallinity 
and  heat  stability  if  it  is  crystalline  peni¬ 
cillin,  and  the  penicillin  Q  content  if  it 
is  crystalline  penicillin  Q. 

(3)  If  the  penicillin  has  not  been  cer¬ 
tified  previously,  such  person  shall  sub¬ 
mit  in  connection  with  his  request  a 
sample  of  the  batch  consisting  of  one 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  6  pack¬ 
ages  except  that  in  the  case  of  cnrstelline 
penicillin  other  than  crystalline  penicil¬ 
lin  G  such  sample  shall  consist  of  not 
less  than  8  packages,  and  in  the  case  of 
crystalline  penicillin  G  not  less  than  10 
packages.  Such  sample  shall  be  col¬ 
lected  by  taking  single  packages  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(4)  No  result  referred  to  In  subpara¬ 
graph  (2)  of  this  paragraph  is  required 
if  such  result  has  been  previously  sub¬ 
mitted. 

(e)  Fees.-  The  fees  for  the  services 
rendered  with  respect  to  each  batch  of 
penicillin  for  Inclusion  in  combination 
with  aluminum  hydroxide  gel  under  the 
regulations  in  this  part  shall  be : 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  of  this 
section,  or  $2.00  if  no  such  sample  is  sub¬ 
mitted.  and 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  exami¬ 
nation  of  such  containers,  are  necessary 
to  determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
S  146.3  of  this  chapter  for  the  issuance  of 
a  certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subpargraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146a.30  Penicillin  troches. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  troches 
are  troches  composed  of  sodium  penicil¬ 
lin,  calcium  penicillin,  potassium  peni¬ 
cillin,  procaine  penicillin,  Z-ephenamine 
penicillin  G,  or  crystalline  penicillin  O 
and  one  or  more  suitable  or  harmless  di¬ 
luents,  binders,  and  lubricants,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  local. anesthetics,  chemical  antimi¬ 
crobial  agents,  masticatory  substances, 
colorings,  and  fiavorings.  The  potency 
of  each  troche  is  not  less  than  500  units; 
the  moisture  content  is  not  more  than 
1.0  percent,  except  that  if  fiavorings  are 


omitted  and  it  contains  crystalline  peni¬ 
cillin  in  a  base  of  not  less  than  50  per¬ 
cent  gelatin  by  weight,  its  moisture  con¬ 
tent  is  not  more  Uian  2  percent.  The 
sodium  penicillin,  calcium  penicillin, 
crystalline  penicillin  O,  or  potassium 
penicillin  used  conforms  to  the  require¬ 
ments  of  S  146a.34  (a)  except  Uie  lim¬ 
itation  on  penicillin  K  content  and  ex¬ 
cept  subparagraphs  (1),  (2),  and  (4)  of 
§  146a.24  (a) ,  but  the  potency  is  not  less 
than  300  units  per  milligram.  The  pro¬ 
caine  penicillin  used  conforms  to  the  re¬ 
quirements  of  S  146a.44  (a) ,  except  the 
limitation  on  penicillin  K  content  and 
except  subparagraphs  (2)  and  (3)  of 
S  146a.44  (a) .  The  Z-ephenamine  peni¬ 
cillin  G  used  conforms  to  the  require¬ 
ments  of  §  146a.64  (a),  except  subpara¬ 
graphs  (2)  and  (3)  of  that  paragraph. 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  U.  8.  P.  or  N.  P., 
conforms  to  the  standards  prescribed 
therefor  by  such  ofBcial  compendium. 

(b)  Packaging.  Unless  each  penicillin 
troche  is  enclosed  in  foil  or  plastic  film 
and  such  enclosure  is  a  tight  container 
as  defined  by  the  U.  8.  P.,  except  the 
provision  that  it  shall  be  capable  of  tight 
reclosure,  the  Immediate  container  shall 
be  a  tight  container  as  so  defined.  The 
immediate  container  may  also  contain 
a  desiccant  separated  from  the  troches 
by  a  plug  of  cotton  or  other  like  mate¬ 
rial.  The  composition  of  the  immediate 
container,  or  foil  or  film  enclosure,  shall 
be  such  as  will  not  cause  any  change  in 
the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling.  In  addition  to  the  la¬ 
beling  requirements  prescribed  by  S  1.106 
(b)  of  this  chapter  (regulations  issued 
imder  section  502(f)  of  the  act),  each 
package  shall  bear  on  its  label  or  la¬ 
beling.  as  hereinafter  indicated,  the 
following; 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in,  if  crystalline 
penicillin,  procaine  penicillin,  Z-^hen- 
amine  penicillin  G,  or  crystalline 
penicillin  O  is  not  us^,  with  the  date 
that  is  9  months;  or  if  crystalline  penicil¬ 
lin,  procaine  penicillin,  Z-ephenamine 
penicillin  G.  or  crystalline  penicillin  O 
is  used,  with  the  date  that  is  12  months 
after  the  month  during  which  the  batch 
was  certified,  except  that  the  blank  may 
be  filled  in  with  the  date  that  is  18 
months,  24  months,  36  months,  48 
months,  or  60  months  after  the  month 
during  which  the  batch  was  certified 
if  the  person  who  requests  certification 
has  submitted  to  the  Commissi(mer  re¬ 
sults  of  tests  and  assays  showing  that 
after  having  been  stored  for  such  period 
of  time  such  drug  as  prepared  by  him 
complies  with  the  standards  prescribed 
by  paragraph  (a)  of  this  section. 

(2)  On  the  outside  wrapper  or  con¬ 
tainer,  if  crystalline  penicillin,  procaine 
penicillin,  Z-ephenamine  penicillin  G,  or 
crystalline  penicillin  O  is  not  used,  the 
statement  “8tore  in  refrigerator  not 


above  15*  C.  (59*  F.)**  or  **Store  below 
15*C.  <59*P.).“ 

(3)  Cte  the  label  and  labeling,  where- 
ever  the  name  “penicillin  troches’* 
appears: 

(1)  Immediately  preceding  such 
name,  if  a  masticatory  substance  is 
present,  the  word  “dewing”  or 
“masticatory.** 

(ii)  Immediately  following  such 
name,  if  a  local  anesthetic  and/or  a 
chemical  antimicrobial  agent  is  present 

the  words  “with _ ,’*  the  blsmk 

being  filled  in  with  the  common  or  usual 
name  of  each  such  other  ingredient 
present. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  $  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  troches  in  such  batch,  the 
number  of  troches  of  the  batch  packaged 
into  dispensing-size  containers  during 
each  day’s  packaging  operations,  the 
number  of  units  in  each  troche,  the  date 
on  which  the  latest  assay  of  the  drug 
comprising  such  batch  was  completed, 
the  batch  mark  and  date  (unless  sub¬ 
mitted  previously)  on  which  the  latest 
assay  of  the  penicillin  used  in  making 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  and  a  .statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor,  if  any,  by  this 
section. 

(2)  Except  as  otherwise  provided  In 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of: 

(i)  The  batch: 

(a)  If  the  person  who  requests  cer¬ 
tification  is  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  troches  collected  during  time 
of  making  them,  and.  unless  the  troches 
are  packaged  into  dispensing-size  con¬ 
tainers  immediately  after  they  are 
manufactured,  average  moisture  of 
troches  collected  during  each  day  of 
packaging  the  batch. 

(b)  If  the  person  who  requests  cer¬ 
tification  is  not  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  troches  collected  during  each 
day  the  troches  are  being  packaged  into 
dispensing-size  containers. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  toxicity,  moisture,  pH; 
crystallinity  if  it  is  crystalline  penicillin; 
specific  rotation  if  it  is  Z-ephenamine 
penicillin  G;  heat  stability  if  it  is  crys¬ 
talline  sodium  penicillin,  potassium  pen¬ 
icillin.  Z-ephenamine  penicillin  G.  or 
cnrstalline  penicillin  O;  the  penicillin  G 
content  if  it  Is  crystalline  sodium  pen¬ 
icillin  G.  potassium  penicillin  G.  or  crys¬ 
talline  penicillin  O;  the  procaine  penicil¬ 
lin  G  content  if  it  is  crystalline  procaine 
penicillin  G;  the  Z-ephenamine  penicillin 
G  content  if  it  is  Z-ephenamine  penicillin 
Q,  and  the  penicillin  O  content  if  it  is 
crystalline  penicillin  O. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
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person  shall  submit  In  connection  with  The  fee  prescribed  by  subparagraph  defined.  The  immediate  container  may 
his  reoucst,  in  the  quantities  hei^-  (1)  of  this  paragraph  ^all  accompany  also  contain  a  desiccant  separated  from 
after  indicated,  accurately  representative'  the  request  for  certification  unless  such  the  cones  by  a  plug  of  cotton  or  other 
of  the  foUowl^:  fee  is  covered  by  an  advance  deposit  like  matericd.  The  composition  of  the 

(i)  The  batch:  maintained  in  accordance  with  8  146.8  immediate  container,  or  foil  or  film  en- 


(a)  If  the.  person  who  requests  cer¬ 
tification  is  tile  manufacturer  of  the 
batch:  One  tioche  for-each  5,000  troches 
in  the  batch,  but  in  no  case  less  than  30 
troches  collected  by  taking  single  troches 
at  intervals  throughout  the  entire  time 
of  making  them  that  the  quantities  made 
during  the  intervals  are  approximately 
equal; 

(b)  If,  after  manufacturing,  such  per¬ 
son  pacl^es  the  batch  into  dispensing- 
size  containers:  20  troches  collected  at 
equal  intervals  during  each  day  the 
troches  are  being  packaged,  except  that 
this  sample  is  not  required  if  the  troches 
are  packaged  immediately  after  they  are 
manufactured; 

or 

(c)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch  (for  the  purposes  of  certification, 
a  batch  shall  be  that  number  of  troches 
filled  by  such  person  into  dispensing-size 
containers  during  each  day’s  packaging 
operations) ;  one  troche  for  each  5,000 
troches,  but  in  no  case  less  than  30 
troches  collected  by  taking  single  troches 
at  such  intervals  throughout  each  day 
of  packaging  the  troches  that  the  quan¬ 
tities  packaged  during  thO  intervals  are 
approximately  equal. 

(ii)  The  penicillin  used  in  making  the 
batch ;  5  packages,  or  in  the  case  of  crys¬ 
talline  penicillin  10  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  60  milligrams  if  it  is  not 
procaine  penicillin  or  Z-ephenamine 
penicillin  Q,  and  not  less  than  300  milli¬ 
grams  if  it  is  procaine  penicillin  or 
Z-ephenamine  penicillin  G,  packaged  in 
accordance  with  the  requirements  of 
§  146a.24  (b) ,  §  146a.44  (b) ,  or  §  146a.64 

(b). 

(lii)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  service  ren¬ 
dered  with  respect  to  each  batch  of  peni¬ 
cillin  troches  under  the  regulations  in 
this  part  shall  be: 

(1)  $0.75  for  each  troche  without 
masticatory  substance  in  the  samples 
submitted  in  accordance  with  paragraph 

(d)  (3)  (i)  (a)  and  (c)  of  this  section; 
$2.00  for  each  troche  with  masticatory 
substance  in  such  sample;  $3.00  for  the 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  section; 
$4.00  for  each  package  submitted  in  ac¬ 
cordance  with  paragraph  (d)  <^3)  (ii)  and 
(iii)  of  this  section, 

(2)  If  the  Commissioner  considers  that 
Investigations,  other  than  examination 
of  such  troches,  are  necessary  to  deter¬ 
mine  whether  or  not  such  batch  com¬ 
plies  with  the  requirements  of  §  146.3  of 
this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 


(d)  of  this  chapter. 

(f)  Exemption  of  penicillin  troches 
from  certification.  Penicillin  troches 
shall  be  exempt  from  the  requirements 
of  sections  502(1)  and  507  of  the  act  if 
the  drug  complies  with  all  the  following 
conditions ; 

(1)  It  conforms  to  the  standards  of 
identity,  strength,  quality,  and  purity 
prescribed  by  paragraph  (a)  of  this  sec¬ 
tion. 

(2)  It  does  not  contain  crystalline 
penicillin  O  or  Z-ephenamine  penicillin  Q. 

(3)  It  conforms  to  the  packaging  re¬ 
quirements  prescribed  by  paragraph  (b) 
of  this  section. 

(4)  Its  labeling  conforms  to  the  re¬ 
quirements  prescribed  by  paragraph  (c) 
of  this  section  and  its  labeling  as  re¬ 
quired  by  §  1.106(b)  (3)  of  this  chapter 
bears  information  that  the  drug  is  for 
use  only  as  a  local  treatment  for  Vin¬ 
cent’s  infection  (Vincent’s  angina)  and 
as  an  adjunct  in  pericoronitis  and  other 
superficial  infections  due  to  penicillin- 
sensitive  organisms.  * 

(5)  The  label  bears  an  expiration  date 
9  months  after  the  month  in  which  the 
batch  was  last  assayed  and  released  by 
the  manufacturer  if  it  does  not  contain 
a  crystalline  penicillin,  or  12  months  if 
it  does  contain  a  crystalline  penicillin, 
except  that  the  date  that  is  18  months, 
or  24  months,  or  36  months,  or  60  months 
may  be  used  if  the  manufacturer  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed 
therefor  by  paragraph  (a)  of  this  section. 

§  146a.31  Penicillin  dental  cones  (cal¬ 
cium  penicillin  dental  cones,  penicil¬ 
lin  dental  cones  calcium  salt,  crystal¬ 
line  penicillin  dental  cones). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  dental 
cones  are  composed  of  calcium  penicillin 
or  crystalline  penicillin  and  one  or  more 
suitable  and  harmless  diluents,  binders, 
and  lubricants,  with  or  without  a  suit¬ 
able  local  anesthetic  and  with  or  without 
one  or  more  suitable  sulfonamides.  The 
potency  of  each  cone  is  not  less  than  500 
units.  Its  moisture  content  is  not  more 
than  1.0  percent.  If  a  sulfonamide  is 
used  its  quantity  is  not  less  than  0.032 
gram  per  cone.  The  penicillin  used  con¬ 
forms  to  the  requirements  of  §  146a.24 
(a)  except  the  limitation  on  penicillin 
K  content  and  except  subparagraphs 
(1),  (2),  and  (4)  of  §  146a.24(a),  but  its 
potency  is  not  less  than  300  units  per 
milligram.  Each  other  ingredient  used, 
if  its  name  is  recognized  in  the  U.SP.  or 
N.P.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(b)  PacJ(aging.  Unless  each  penicil¬ 
lin  dental  cone  is  enclosed  in  foil  or  plas¬ 
tic  film  and  such  enclosure  is  a  tight 
container  as  defined  by  the'  U.  S.  P.,  ex¬ 
cept  the  provision  that  it  shall  be  capable 
of  tight  reclosure,  the  immediate  con¬ 
tainer  shall  be  a  tight  container  as  so 


closure,  shall  be  such  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  regulations  prescribed 
by  S  1.106(b)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  tact), 
each  package  shall  bear  on  its  label  and 
labeling,  as  hereinafter  indicated,  the 
following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 

statement  “Expiration  date _ ,’’ 

the  blank  being  filled  in,  if  crystalline 
penicillin  is  used,  with  the  date  that  is 
36  months,  or  if  crystalline  penicillin  is 
not  used,  with  the  date  that  is  12  months 
after  the  month  during  which  the  batch 
was  certified. 

(ii)  If  it  contains,  in  addition  to  peni¬ 
cillin,  one  or  more  of  the  other  active 
ingredients  specified  in  paragraph  (a)  of 
this  section,  after  the  name'  “penicillin 
dental  cones,’’  wherever  it  appears,  the 

words  “with _ (the  blank  being 

filled  in  with  the  conunon  or  usual  name 
of  each  such  other  ingredient) ,’’  in  jux¬ 
taposition  with  such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution;  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription’’  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Requests  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  dental  cones  in  such  batch, 
the  number  of  dental  cones  of  the  batch 
packaged  into  dispensing-size  containers 
during  each  day’s  packaging  operations, 
the  number  of  units  in  each  dental  cone, 
the  date  on  which  the  latest  assay  of 
the  drug  comprising  such  batca  was 
completed,  the  date  (unless  submitted 
previously)  on  which  the  latest  assay  of 
the  penicillin  used  in  making  such  batch 
was  completed,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  and 
a  statement  that  such  ingredient  con¬ 
forms  to  the  requirements  prescribed 
therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch: 

(a)  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  the  batch: 
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Average  potency  and  average  moisture 
of  cones  collected  during  the  time  of 
making  the  batch,  and,  unless  the  cones 
are  packaged  into  dispensing-size  con¬ 
tainers  immediately  after  they  are  com¬ 
pressed,  average  moisture  of  cones  col¬ 
lected  during  each  day  of  packaging  the 
batch. 

(b)  If  the  person  who  requests  certi¬ 
fication  is  not  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  cones  collected  during  each 
day  the  cones  are  being  packaged  into 
dispensing-size  containers. 

(ii)  The  penicillin  used  in  msddng  the 
batch;  potency,  toxicity,  moisture.  pH, 
crystallinity,  and  heat  stability  if  it  is 
crystalline  penicillin  and  the  penicillin  Q 
content  if  it  is  crystalline  penicillin  G. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurately  representative 
samples  of  the  following: 

(i)  The  batch: 

(o)  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  the  batch: 
One  cone  for  each  5,000  cones  in  the 
batch,  but  in  no  case  less  than  30  cones 
collected  by  taking  single  cones  through¬ 
out  the  entire  time  of  making  the  batch 
that  the  quantities  made  during  the 
intervals  are  approximately  equal. 

(b)  If,  after  making,  such  person 
packages  the  batch  into  dispensing-size 
containers:  20  cones  collected  at  equal 
intervals  during  each  day  the  cones  are 
being  packaged,  except  that  this  sample 
is  not  required  if  the  cones  are  packaged 
immediately  after  they  are  made;  or 

(c)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch  (for  the  purposes  of  certification, 
a  batch  shall  be  that  number  of  cones 
filled  by  such  person  into  dispensing- 
size  containers  during  each  day’s  pack¬ 
aging  operations) :  One  cone  for  each 
5,000  cones  in  the  batch,  but  in  no  case 
less  than  30  cones  collected  by  taking 
single  cones  at  such  intervals  throughout 
each  day  of  packaging  the  cones  that 
the  quantities  packaged  during  the  in¬ 
tervals  are  approximately  equal. 

(il)  The  penicillin  used  In  making  the 
batch;  five  packages  if  it  is  calcium  peni¬ 
cillin  or  10  packages  if  it  is  crystalline 
penicillin  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams  each,  packaged  in  accordance  with 
.the  requirements  of  §  146a.24  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  of  peni¬ 
cillin  dental  cones  under  the  regulations 
in  this  part  shall  be: 

(1)  $0.75  for  each  cone  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a)  and  (c)  of  this  section; 
$3.00  for  the  sample  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (i)  (b)  of 


this  section;  $4.00  for  each  package  sub¬ 
mitted  in  accordance  with  paragraph  (d) 

-  (3)  (ii)  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  cones  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  8  146.8 
(d)  of  this  chapter. 

§  146a.32  Penicillin  with  vasoconstric¬ 
tor  r  penicillin  with _  (the 

blank  being  filled  in  with  the  com¬ 
mon  or  usual  name  of  the  vasocon¬ 
strictor). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  with  vaso¬ 
constrictor  is  a  dry  mixture  of  penicillin 
and  a  suitable  vasoconstrictor  with  or 
without  suitable  buffer  substances  and 
preservatives,  or  it  is  a  packaged  com¬ 
bination  of  one  immediate  container  of 
penicillin  and  one  immediate  container 
of  an  aqueous  solution  of  a  suitable  vaso¬ 
constrictor.  The  penicillin  is  of  such 
quantity  that  when  dissolved  as  directed 
the  potency  of  such  solution  is  not  less 
than  500  units  per  milliliter  after  it  has 
been  kept  for  7  da3^  at  a  temperature  of 
15”  C.  (59”  F.) .  Such  solution  is  isotonic 
and  has  a  pH  of  6,  ±0.2.  The  moisture 
content  of  the  dry  mixtiure  of  penicillin 
with  vasoconstrictor^  is  not  more  than 
1.5  percent.  The  penicillin  used  con¬ 
forms  to  the  requirements  of  §  146;  ..24 
(a),  except  the  limitation  on  penicillin 
K  content  and  except  subparagraphs  (2) 
and  (4)  of  that  paragraph.  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  U.  S.  P.  or  N.  P.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  Each  immediate  con¬ 
tainer  shall  be  a  tight  container  as  de¬ 
fined  by  the  U.  S.  P.  and  shall  be  of  such 
composition  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded.  The  immediate  container  of  the 
dry  mixture  of  penicillin  with  vasocon¬ 
strictor  may  be  packaged  in  combination 
with  an  immediate  container  of  a  suit¬ 
able  aqueous  diluent. 

(c.)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  of 
penicillin,  if  it  is  a  packaged  combina¬ 
tion  of  one  immediate  container  of  peni¬ 
cillin  and  one  immediate  container  of 
a  vasoconstrictor,  the  statement  “Ex¬ 
piration  date _ ,”  the  blank  be¬ 


ing  filled  in  with  the  date  that  is  18 
months,  or  if  it  is  crystalline  penicillin 
36  months,  after  the  monUi  during  which 
the  batch  was  certified;  if  it  is  the  dry  ' 
mixture  of  penicillin  with  vasoconstric¬ 
tor,  the  statement  “Expiration  date 

- - the  blank  being  filled  in 

with  the  date  that  is  24  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer  and  on  the  immediate  container 
of  the  solution  in  the  packaged  combi¬ 
nation: 

(a)  A  statement  giving  the  method  of 
dissolving  the  penicillin,  and  if  it  is  not 
a  packaged  combination,  a  statement 
that  distilled  water  U.S.P.  should  be  used. 

(b)  The  potency  per  milliliter  after  the 
penicillin  has  been  dissolved  therein. 

(c)  If  it  is  a  packaged  combination  of 
one'  immediate  container  of  penicillin 
and  one  immediate  container  of  vaso¬ 
constrictor  and  it  is  not  crystalline  peni¬ 
cillin,  the  statement  “Store  in  refrig¬ 
erator  not  above  15“  C.  (59“  P.).’’ 

(d)  The  conditions  imder  which  the 
solution  should  be  stored,  including  a 
reference  to  its  instability  when  stored 
under  other  conditions,  and  a  statement 
“The  solution  may  be  kept  in  a  refriger¬ 
ator  for  1  week  without  significant  loss 
of  potency.’’ 

(e)  The  statement  “Warning — ^Not  for 
injection.’’ 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  without 
prescription’’  each  package  shall  include 
Information  containing  directions  and 
warning  adequate  for  the  veterinary  use 
of  the.  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  8  146.2  of  this  chapter 
a  person  who  requests  certification  of  a 
batch  of  penicillin  with  vasoconstrictor 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  thereof  in'such  batch,  the  num¬ 
ber  of  units  in  each  immediate  container 
thereof,  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  penicillin  Included  in  such 
batch  was  completed,  the  quantity  of 
each  ingredient  used  in  making  the  batch 
of  the  dry  mixture  of  penicillin  with 
vasoconstrictor,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  solution 
included  in  the  packaged  combinr.tlon. 
and  a  statement  that  such  solution  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assasrs  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represen¬ 
tative  sample  of: 

(i)  The  penicillin  included  in  the 
packaged  combination  and  the  penicillin 
used  in  making  the  batch  of  the  dry 
mixture  of  penicillin  with  vasoconstric¬ 
tor;  potency,  toxicity,  moisture,  pH, 
crystallinity  and  heat  stability,  if  it  is 
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crystalline  penicillin,  and  the  penicillin 
G  content  if  It  is  crystalline  penicillin  O. 

<11)  The  solution  after  the  penicillin 
has  been  dissolved  therein;  potency. 

(ill)  The  batch  of  the  diy  mixture  of 
penicillin  with  vasoconstrictor;  potency, 
moisture  content 

(3)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following; 

(i)  The  batch: 

(a)  If  it  contains  only  penicillin  and 
the  penicillin  used  has  been  previously 
submitted,  or  it  contains  penicillin  and 
other  ingicdients;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  contain¬ 
ers  in  the  batch,  but  in  no  case  less  than 
5  immediate  containers,  unless  it  is  in 
tablet  form  in  which  case  such  sample 
shall  consist  of  not  less  than  30  nor  more 
than  100  tablets. 

(b)  If  it  contains  only  penicillin  and 
the  penicillin  used  has  not  been  previ¬ 
ously  submitted;  one  immediate  con¬ 
tainer  or  tablet  for  each  5.000  immediate 
containers  or  tablets,  but  in  no  case  less 
than  40  immediate  containers  or  tablets. 

Such  sample  shall  be  collected  by  taking 
single  immediate  containers  or  tablets  at 
such  intervals  throughout  the  entire  time 
of  packaging  or  tableting  the  batch  that 
the  quantities  packaged  or  tableted  dur¬ 
ing  the  intervals  are  approximately  equal. 

(ii)  The  penicillin  used  in  making  the 
batch  of  the  dry  mixture  of  penicillin 
with  vasoconstrictor;  5  packages,  or  in 
the  case  of  crystalline  penicillin  10  pack¬ 
ages.  each  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams  each,  pac^ged  in  accordance  with 
the  requirements  of  S  146a.24  (b). 

(iii)  In  case  of  an  initial  request  for 
certification  of  a  batch  of  a  dry  mixture 
of  penicillin  with  vasoconstrictor,  each 
other  substance  used  in  making  the 
batch;  one  package  of  each  containing 
approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
certification  of  the  packaged  combina¬ 
tion  of  penicillin  with  vasoconstrictor,  or 
when  any  change  is  made  in  the  compo¬ 
sition  of  such  solution;  five  packages  of 
the  solution  included  in  the  combinatimi. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (i)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  are  required  if 
such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  of  pen¬ 
icillin  with  vasoconstrictor  imder  the  reg¬ 
ulations  in  this  part  shall  be: 

(1)  $0.75  for  each  tablet  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 

(a)  and  (b)  of  this  section;  $1.00  for 
each  immediate  container  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 

(b)  of  this  section;  and  $4.00  for  each 
immediate  container  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a), 
(ii) .  (iii) ,  and  (iv)  of  this  section 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 


of  this  chapter  for  the  issuance  of  a 
certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  S  146.8 
(d)  of  this  chapter. 

§  146a. 33  Penicillin  for  surface  applica¬ 
tion. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  for  sur¬ 
face  application  is  calcium  penicillin  and 
one  or  more  of  the  diluents  sodium  chlo¬ 
ride,  mill:  sugar,  sodium  citrate,  and 
dextrose.  Its  moisture  content  is  not 
more  than  1.0  percent.  The  penicillin 
used  conforms  to  the  requirements  of 
§146a.24(a),  except  the  limitation  of 
penicillin  K  content  and  except  subpar¬ 
agraphs  (1),  (2),  and  (4)  of  §  146a.24 
(a) ,  but  its  potency  is  not  less  than  300 
units  per  milligram.  Each  diluent  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  the  U.  S.  P. 

(b)  Packaging.  Unless  the  penicillin 
for  surface  application  is  enclosed  in  foil 
or  plastic  film  and  such  enclosure  is  a 
tight  container  as  defined  by  the  U.  S.  P.. 
except  the  provision  that  it  shall  be 
capable  of  tight  redosure,  the  imme¬ 
diate  container  shall  be  a  tight  container 
as  so  defined.  The  composition  of  the 
immediate  container,  or  of  the  foil  or 
film  enclosure,  shall  be  such  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
which  are  normal  knd  unavoidable  in 
good  packaging,  storage,  and  distribution 
practice  shall  be  disregarded.  Each  im¬ 
mediate  container  (except  when  its  con¬ 
tent  is  two  or  more  foil  or  film  enclo¬ 
sures)  and  each  foil  or  film  enclosure 
shall  contain  not  less  than  10,000  units 
or  more  than  50,000  units  and  shall  be  so 
sealed  that  the  contents  cannot  be  used 
without  destroying  such  seal. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  th^  labeling  require¬ 
ments  prescribed  by  S  1.106(b)  of  this 
chapter  (regulations  issued  under  section 
502(f)  of  the  act),  each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after 
the  month  during  which  the  batch  was 
certified. 

(b)  In  case  the  drug  is  not  sterile,  the 
statement  “Not  sterile — ^Not  for  injec¬ 
tion — ^Not  to  be  used  in  deep  wounds  or 
body  cavities.” 

(ii)  Oh  the  immediate  container,  the 
conditions  under  which  solutions  of  peni¬ 
cillin  for  surface  application  should  be 
stored,  including  a  reference  to  their  in¬ 
stability  when  stored  imder  other  con¬ 
ditions,  and  the  statement  “The  mixture 
may  be  kept  in  refrigerator  for  1  week 
without  significant  loss  of  potency,”  im- 
less  such  information  is  contained  in  the 
circular  or  other  labeling  within  or  at¬ 
tached  to  the  package. 


(iii)  On  the  outside  wrapper  or  con¬ 
tainer  the  statement  “Store  in  refrigera¬ 
tor  not  above  15*  C.  (59*  P.).” 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  lcd>eling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  without 
prescription”  each  package  sl-.Jl  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  of  penicillin  for  surface  appli¬ 
cation  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  penicillin  used  in 
making  such  batch  was  completed,  the 
number  of  units  in  each  inunediate  con¬ 
tainer  or  foil  or  film  enclosure,  the  quan¬ 
tity  of  each  ingredient  used  in  making 
the  batch,  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed,  and  that  the  sodium 
chloride,  milk  sugar,  sodium  citrate,  and 
dextrose  used  in  making  such  batch  con¬ 
form  to  the  standards  prescribed  there¬ 
for  by  the  U.  S.  P. 

(2)  Except  as  otherwise  provided  In 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(I)  The  batch;  average  potency  per 
immediate  container  or  foil  or  film  en¬ 
closure.  moisture. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  toxicity,  moisture,  pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch;  one  inunediate  con¬ 
tainer  or,  if  the  dnig  is  packed  in  foil  or 
flm  enclosures,;  one  such  enclosure  for 
each  5.000  such '‘containers  or  enclosures 
in  the  batch,  but  in  no  case  less  than  20 
such  containers  or  enclosures,  collected 
by  taking  single  containers  or  enclosures 
at  such  intervals  throughout  the  entire 
time  of  packaging  the  batch,  that  the 
quantities  packed  during  the  intervals 
are  approximately  equal. 

(II)  The  penicillin  used  in  making  the 
batch;  five  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than  60 
milligrams  each,  packaged  in  accord¬ 
ance  with  the  requirements  of  S  146a.24 
(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 
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(e)  Fees.  The  fee  for  the  services  prescribed  by  §  1.106(b)  of  this  chtypter  such  person  shall  submit  in  connection 


rendered  with  respect  to  each  batch  of 
penicillin  for  surface  application  under 
the  regulations  In  this  part  shall  be: 

(1)  $1.00  for  each  immediate  container 
or  foil  or  film  enclosure,  whichever  is  the 
greatest  number,  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph  (d) 
(3)  (i)  of  this  section;  $4.00  for  each 
package  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii)  and  (iii)  of  this 
section;  and 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  containers  or  enclosures,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter,  for  the 
issuance  of  a  certificate,  the  cost  of  such 
Investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146a.34  Tablets  aluminum  penicillin. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Tablets  aluminum 
penicillin  are  tablets  composed  of  alumi¬ 
num  penicillin  and  sodium  benzoate, 
with  or  without  one  or  more  suitable  and 
harmless  diluents,  binders,  lubricants, 
colorings,  and  flavorings.  The  potency 
of  each  tablet  is  not  less  than  50,000 
units,  and  if  it  is  less  than  100,000  units 
it  is  “unscored”.  Each  tablet  contains 
0.3  gram  of  sodium  benzoate.  Its  mois¬ 
ture  content  is  not  more  than  2  percent. 
Tablets  not  exceeding  15  millimeters  in 
diameter,  or  not  intended  only  for  pre¬ 
paring  solutions,  shall  disintegrate 
within  1  hour.  The  aluminum  penicillin 
used  conforms  to  the  requirements  of 
§  146a.42(a)  for  aluminum  penicillin  ex¬ 
cept  subparagraphs  (2)  and  (3)  thereof. 
Each  other  substance  used  in  the  prep¬ 
aration  of  aluminum  penicillin  tablets, 
if  its  name  is  recognized  in  the  t7.S.P.  or 
N.P.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  Unless  each  tablet 
aluminum  penicillin  is  enclosed  in 
foil  or  plastic  film  and  such  enclosure 
is  a  tight  container  as  defined  by  the 
U.  S.  P.,  except  the  provision  that  It  shall 
be  capable  of  tight  reclosure,  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  so  defined.  The  immediate 
container  may  also  contain  a  desiccant 
separated  from  the  tablets  by  a  plug  of 
cotton  or  other  like  material.  The  com¬ 
position  of  the  immediate  container,  or 
of  the  foil  or  film  enclosure,  shall  be 
such  as  will  not  cause  any  change  in  the 
strength,  quality,  or  pmity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded.  The  niimber  of  tablets  in  the 
immediate  container  is  such  that  the 
total  number  of  units  therein  is  not  less 
than  300,000. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intend^  for  use  by  man. 
In  addition  to  the  labeling  requirements 


(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following : 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  24  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer,  the  statement  “Store  in  refrig¬ 
erator  not  above  15*  C.  (59°  F.)”  or 
“Store  below  15°  C.  (59°  F.).” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  tablets  in  such  batch,  the 
number  of  tablets  of  the  batch  pack¬ 
aged  into  dispensirg-size  containers  dur¬ 
ing  each  day’s  packaging  operations,  the 
number  of  units  in  each  tablet,  the  date 
on  which  the  latest  assay  of  the  drug 
comprising  such  batch  was  completed, 
the  batch  mark  and  date  (unless  sub¬ 
mitted  previously)  on  which  the  latest 
assay  of  the  penicillin  used  in  making 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor,  if  any,  by  this 
section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(1)  The  batch: 

(a)  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  the  batch: 
Average  potency,  average  moisture,  and, 
if  requir^  by  paragraph  (a)  of  this  sec¬ 
tion,  disintegration  time  of  tablets  col¬ 
lected  during  the  time  of  tableting  the 
batch;  and,  unless  the  tablets  are  pack¬ 
aged  into  dispensing-size  containers 
immediately  after  they  are  compressed, 
average  moisture  of  tablets  collected  dur¬ 
ing  each  day  of  packaging  the  batch. 

(b)  If  the  person  who  requests  cer¬ 
tification  is  not  the  manufacturer  of  the 
batch:  Average  potency,  average  mois¬ 
ture.  and,  if  required  by  paragraph  (a) 
of  this  section,  disintegration  time  of 
tablets  collected  during  each  day  the 
tablets  are  being  packaged  into  dispens¬ 
ing-size  containers. 

(ii)  The  aluminum  penicillin  used  in 
making  the  batch;  potency,  moisture. 
pH,  toxicity,  and  penicillin  K  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph. 


with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(1)  The  batch: 

(a)  For  potency  and  moisture: 

(f)  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  the  batch: 
One  tablet  for  each  5,000  tablets  in  the 
batch,  but  in  no  case  less  than  30  tablets 
collected  by  taking  single  tablets  at  such 
intervals  throughout  the  entire  time  of 
tableting  the  batch  that  the  quantities 
tableted  during  the  intervals  are  ap¬ 
proximately  equal; 

(2)  If,  after  tableting,  such  person 
packages  the  batch  into  dispensing-size 
containers:  20  tablets  collected  at  equal 
intervals  during  each  day  the  tablets  are 
being  packaged,  except  that  this  sample 
is  not  required  if  the  tablets  are  pstckaged 
immediately  after  they  are  compressed; 
or 

(3)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch  (for  the  purposes  of  certification 
a  batch  shall  be  that  number  of  tablets 
filled  by  such  person  into  dispensing-size 
containers  during  each  day’s  packaging 
operations) :  One  tablet  for  each  5,000 
tablets  in  the  batch,  but  in  no  case  less 
than  30  tablets  collected  by  taking  single 
tablets  at  such  intervals  throughout  each 
day  of  packaging  the  tablets  that  the 
quantities  packaged  during  the  intervals 
are  approximately  equal. 

(b)  .For  distintegration time:  6  tablets. 

-  (ii)  The  aluminum  penicillin  used  in 
making  the  batch;  6  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  300  milligrams  each,  pack¬ 
aged  in  accordance  with  the  require¬ 
ments  of  §  146a.42  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  five 
grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 

(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
tablets  aluminum  penicillin  under  this 
part  shall  be: 

(1)  $0.75  for  each  tablet  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)(3)(i)(a)  (i)  and  (3)  of  this 
section;  $3.00  for  the  samples  submitted 
in  accordance  with  paragraph  (d)  (3)  (i) 
(a)  (2)  and  (b)  of  this  section;  $4.00  for 
each  package  in  the  samples  submitted 
in  accordance  with  paragraph  (d)(3) 
(ii)  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  tablets  and  packages,  are 
necei^ary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter,  for  the 
issuance  of  a  certificate,  the  costs  of 
such  investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
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maintained  in  accordance  with  S  146.8 
(d)  of  this  chapter. 

§  146a.3S  Penicillin  sulfonamide  p^> 
der  (calcium  penicillin  sulfonamide 
powder,  crystalline  penicillin  sul¬ 
fonamide  powder). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  sulfona¬ 
mide  powder  is  composed  of  calcium  pen¬ 
icillin  or  crystalline  penicillin  and  one 
or  both  of  the  sulfonamides,  sulfanila¬ 
mide  and  sulfathiazole.  It  is  sterile.  Its 
moisture  content  is  not  more  than  1.0 
percent.  The  quantity  of  each  sulfona¬ 
mide  used  is  not  more  than  0.05  gram 
for  each  100  units  of  penicillin  used. 
The  penicillin  used  conforms  to  the  re¬ 
quirements  of  §  146a.24(a)  except  the 
limitation  on  penicillin  K  content  and 
except  subparagraphs  (1)  and  (4)  of 
S  14€a.24  (a) ,  but  its  potency  is  not  less 
than  300  u^ts  per  milligram.  Each 
sulfonamide  used  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  the  U.  S.  P. 

(b)  Packaging.  In  all  cases,  the  im¬ 
mediate  container  of  penicillin  sulfona¬ 
mide  powder  shall  be  a  tight  container 
as  defined  by  the  U.  S.  P..  except  the  pro¬ 
vision  that  it  shall  be  capable  of  tight 
reclosure,  shall  be  sterile  at  the  time  of 
filling  and  closing,  and  shall  be  of  such 
composition  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded.  If  the  penicillin  sulfonamide 
powder  is  padcaged  for  “dusting”  pur¬ 
poses  each  package  shall  contain  not  less 
than  5.000  units  of  penicillin.  If  the 
penicillin  sulfonamide  powder  is  pack¬ 
aged  for  dental  use  it  shall  be  pack¬ 
aged  in  immediate  containers  of  color¬ 
less.  transparent  glass  meeting  the  test 
for  glass  containers  of  type  I  or  type  n 
prescribed  by  the  U.  S.  P.  The  glass 
containers  shall  be  open  at  both  ends, 
one  of  which  is  constricted,  both  ends 
shall  be  capable  of  closure  with  rubber 
stoppers,  and  each  such  container  shall 
contain  not  less  than  500  imlts  of  peni¬ 
cillin.  Each  package  of  penicillin  sul-. 
fonamide  powder  for  dental  use  shall 
contain  a  suitable  device  for  insufflation 
purposes. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chaptei  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shaU  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  immediate  container: 

(a)  The  statement  “Expiration  date 

- the  blank  being  filled  in, 

if  crystalline  penicillin  is  used,  with  the 
date  that  is  24  months,  or  if  crystalline 
penicillin  is  not  used,  with  the  date  that 
is  9  months  after  the  month  during 
which  the  batch  was  certified. 

( b )  If  crystalline  penicillin  is  not  used, 
the  statement  “Store  in  refrigerator  not 
above  15*  C.  (59*  F.).” 

(ii)  On  the  label  and  the  labeling,  af¬ 
ter  the  name  “penicillin  sulfonamide 
powder,”  wherever  it  appears,  the  words 


"with _ in  juxtaposition  with 

such  name,  the  blank  being  filled  in  with 
the  name  of  the  sulfonamide  used. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirexnents  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  Ueu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
Information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Requests  for  certification;  som- 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification  of 
a  batch  of  penicillin  sulfonamide  powder 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  such  batch,  the 
batch  mark  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  penicillin  used  in  making 
such  batch  was  completed,  the  number 
of  units  in  each  container  of  penicillin 
sulfonamide  powder,  the  quantity  of  each 
ingredient  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the 
penicillin  sulfonamide  powder  com¬ 
prising  such  batch  was  completed,  and 
that  such  sulfonamide  used  in  making 
the  batch  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(1)  The  batch;  average  potency  per 
contsdner.  average  moisture,  sterility. 

(ii)  The  penicillin  used  in  making 
the  batch;  potency,  sterility,  toxicity, 
moisture,  pH,  crystallinity  and  heat 
stability  if  it  is  crystalline  penicillin  and 
the  penicillin  G  content  if  it  Is  crystal¬ 
line  penicillin  G. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represen¬ 
tative  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  5  immediate  containers, 
unless  each  such  container  is  packaged 
to  contain  more  than  1  gram,  in  which 
case  the  sample  shall  consist  of  1  gram 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  5 
grams. 

(b)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  or 
1-gram  portions  at  such  Intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  ^intervals  are  approximately 
equal. 

(ii)  The  penicillin  used  in  making  the 
batch: 

(o)  For  all  tests  except  sterility;  8 
packages,  or  in  the  case  of  crystalline 


penicillin  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams. 

(b)  For  sterility  testing;  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  300  milligrams. 
Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146aJ24  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  sulfonamide  used  in 
making  the  batch;  one  package  of  each 
containing  approximately  five  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 

(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  of  peni¬ 
cillin  sulfonamide  powder  under  the  reg¬ 
ulation  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) , 
(ii)(a).  and  (iii)  of  this  section;  $10.00 
for  all  containers  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (i)  (b)  of 
this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations,  other  than  examination  of 
such  penicillin  sulfonamide  powder  and 
packages,  are  necessary  to  determine 
whether  or  not  such  batch  complies  with 
the  requirements  of  §  146.3  of  this  chap¬ 
ter  for  the  issuance  of  a  certificate,  the 
cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146a.36  Penicillin  vaginal  supposi¬ 
tories. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  vaginal 
suppositories  are  suppositories  composed 
of  sodium  penicillin,  calcium  penicillin, 
potassium  penicillin,  or  procaine  peni¬ 
cillin  in  a  base  of  spermaceti  and  cocoa 
butter.  The  potency  of  each  suppository 
is  not  less  than  100,000  units;  its  mois¬ 
ture  content  is  not  more  than  1.0  per- 
c^t.  The  sodium  penicillin,  calcium 
penicillin,  and  potassium  penicillin  used 
conform  to  the  requirements  of  §  146a.24 
(a),  except  §  146a.24(a)  (1),  (2),  (3), 
and  (4) ,  but  its  potency  is  not  less  than 
300  units  per  milligram.  The  procaine 
penicillin  used  conforms  to  the  require¬ 
ments  of  §  146a.44(a) ,  except  S  146a.44 
(a)  (2) ,  (3) ,  and  (4) .  .  The  spermaceti 
and  cocoa  butter  used  conform  to  the 
standards  prescribed  therefor  by  the 
U.S.P. 

(b)  Packaging.  In  all  cases,  the  im¬ 
mediate  container  of  penicillin  vaginal 
suppositories  shall  be  a  tight  container 
as  defined  by  the  U.  S.  P.,  except  the  pro-  / 
vision  that  it  shall  be  capable  of  tight 
reclosure,  and  shall  be  of  such  composi¬ 
tion  as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
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changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  solely  for  hu¬ 
man  use.  In  addition  to  the  lab^ng  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  luider 
section  502(f)  of  the  act),  each  package 
shall  bear  on  the  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  12  months  after  the  month  during 
which  the  batch  was  certified,  except 
that  the  blank  may  be  filled  in  with  the 
date  that  is  18  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section. 

(ii)  On  the  Outside  wrapper  or  con¬ 
tainer,  the  statement  “Store  in  re¬ 
frigerator  not  above  15*  C.  (59*  F.).” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  idl 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Requests  for  certification; 
samples.  (1)  In  addition  to  complying 
with  the  requirements  of  §  146.2  of  this 
chapter,  a  person  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  with  his  re¬ 
quest  a  statement  showing  the  batch 
mark,  the  number  of  suppositories  in 
such  batch,  the  number  of  suppositories 
of  the  batch  packaged  into  di^ensing- 
size  containers  during  each  day’s  pack¬ 
aging  operations,  the  number  of  units  in 
each  suppository,  the  date  or  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  the  date  (unless 
submitted  previously)  on  which  the 
latest  assay  of  the  penicillin  used  in 
making  such  batch  was  completed,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  and  a  statement  that  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor,  if  any.  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of: 

(i)  The  batch: 

(a)  If  the  person  who  requests  cer¬ 
tification  is  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  suppositories  collected  dur¬ 
ing  the  time  of  making  the  batch,  and, 
unless  the  suppositories  are  packaged 
into  dispensing-size  containers  immedi¬ 
ately  after  they  are  molded,  average 
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moisture  of  suppositories  collected  dur¬ 
ing  each  day  of  packaging  the  batch. 

(b)  If  the  person  who  requests  cer¬ 
tification  is  not  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  suppositories  collected  dur¬ 
ing  each  day  the  suppositories  are  being 
packaged  into  dispensing-size  containers. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  moisture,  pH,  penicillin 
K  content  (unless  it  is  crystalline  sodium, 
potassium,  or  procaine  penicillin  G) , 
crystallinity  if  it  is  crystalline  penicillin, 
heat  stability  if  it  is  crystalline  sodium 
or  potassium  penicillin,  the  penicillin  G 
content  if  it  is  crystalline  sodium  or  po¬ 
tassium  penicillin  G,  and  the  procaine 
penicillin  G  content  if  it  is  procaine  pen¬ 
icillin  G. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph  such 
person  shall  submit  in  connection  with 
his  request  in  the  quantities  hereinafter 
indicated,  accurately  representative  sam¬ 
ples  of  the  following: 

(i)  The  batch: 

(o)  If  the  person  who  requests  certifi¬ 
cation  is  the  manufacturer  of  the  batch: 
One  suppository  for  each  5,000  supposi¬ 
tories  in  the  batch,  but  in  no  case  less 
than  30  suppositories  collected  by  taking 
single  suppositories  throughout  the  en¬ 
tire  time  of  making  the  batch  that  the 
quantities  made  during  the  intervals  are 
approximately  equal. 

(b)  If,  after  making,  such  person 
packages  the  batch  into  dispensing-size 
containers:  20  suppositories  collected  at 
equal  intervals  during  each  day  the  sup¬ 
positories  are  being  packaged,  except 
that  this  sample  is  not  required  if  the 
suppositories  are  packaged  immediately 
after  they  are  made;  or 

(c)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch  (for  the  purposes  of  certification, 
a  batch  shall  be  that  number  of  sup¬ 
positories  filled  by  such  person  into  dis¬ 
pensing-size  containers  during  each  day’s 
packaging  operations) :  One  suppository 
for  each  5,000  suppositories  in  the  batch, 
but  in  no  case  less  than  30  suppositories 
collected  by  taking  single  suppositories 
at  such  intervals  throughout  each  day 
of  packaging  the  suppositories  that  the 
quantities  packaged  during  the  intervals 
are  approximately  equal. 

(ii)  The  penicillin  used  in  making  the 
batch;  6  packages,  or  in  the  case  of  crys¬ 
talline  penicillin  10  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  60  milligrams  if  it  is  not 
procaine  penicillin,  and  not  less  than  800 
milligrams,  if  it  is  procaine  penicillin, 
packaged  in  accordance  with  the  re¬ 
quirements  of  §  146a.24  (b)  or  §  146a.44 
(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  the  spermaceti  and  cocoa 
butter  used  in  making  the  batch;  one 
package  of  each  containing,  respectively, 
approximately  10  grams  and  100  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
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penicillin  vaginal  suppositories  under 
the  regulations  in  this  part  RhAii  be: 

(1)  $0.75  fur  each  suppository  in  the 
sanu}les  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (a)  and  (c)  of  this 
section;  $3.00  for  each  sample  submitted 
in  accordance  with  paragraph  (d)  (3)  (i) 
(b)  of  this  section;  $4.00  for  each  pack¬ 
age  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (ii)  and  (iii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  suppositories  and  packages, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  ;  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shah  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  S  146.8 

(d)  of  this  chapter. 

§  146a.37  BufTered  crystalliiie  penicillin. 

Buffered  crystalline  penicillin  con¬ 
forms  to  all  requirements  prescribed  by 
§  146a.24  for  crystalline  penicillin,  and  is 
subject  to  all  procedures  prescribed  by 
§  146a.24  for  crystalline  penicillin,  except 
that: 

(a)  It  contains  the  luffer  sodium  cit¬ 
rate  in  a  quantity  not  less  than  4.0  per¬ 
cent  and  not  more  than  5.0  percent  by 
weight  of  its  total  solids;  such  sodium 
citrate  conforms  to  the  standards  pre¬ 
scribed  therefor  by  the  U.  S.  P.; 

(b)  If  it  is  cr3rstalline  penlcfllln  G,  the 
penicillin  G  content  is  corrected  for  the 
sodium  citrate  content; 

(c)  The  immediate  container,  if  it  is 
packaged  for  dispensing,  shall  bear,  in 
lieu  of  the  statement  prescribed  for  crys¬ 
talline  penicillin  by  §  146a.24(c)  (1)  (ii), 
the  statement  “Sterile  solution  may  be 
kept  in  refrigerator  for  1  week  without 
significant  loss  of  potency,”  unless  such 
information  is  contained  in  the  circular 
or  other  labeling  within  or  attached  to 
the  package  from  which  it  is  dispensed; 

(d)  A  person  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  with  his 
request  a  statement  showing  the  quan¬ 
tity  of  sodium  citrate  used  in  making  the 
batch,  that  such  sodium  citrate  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section,  and  in  case  of 
an  initial  request  for  certification  he 
shall  submit  accurately  representa¬ 
tive  sample  of  such  sodium  citrate  con¬ 
sisting  of  approximately  5  grams;  and 

(e)  The  fee  for  the  services  rendered 
with  respect  to  the  sample  of  sodium 
citrate  submitted  in  accordance  with  the 
requirements  prescribed  therefor  by  this 
section  shall  be  $4.00. 

(f )  Exemption  of  buffered  crystalline 
penicillin  G  from  ‘certification:  Buffered 
crystalline  penicillin  G  that  conforms  to 
the  requirements  of  this  section  shall  be 
exempt  from  the  requirements  of  sections 
502  (1)  and  507  of  the  act,  if  it  complies 
with  the  following  conditions: 

(1)  The  outside  wrapper  or  container 
and  the  immediate  container  bear  an 
expiration  date  not  more  than  36 
months  after  the  month  during  which 
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the  batch  was  last  assayed  and  released 
by  the  manufacturer;  and 

(2)  If  it  Is  intended  for  use  by  man, 
its  lab^ing  as  required  by  S  1.106(b)  (3) 
of  thin  chapter  bears  information  for 
its  ui^  only  in  the  following  conditions: 

(i)  Staphylococcic  infections  with  and 
without  bacteremia. 

(ii)  Hemolsrtic  streptococcic  infec¬ 
tions  including  bacteremia. 

(iU)  Anaerobic  streptococcic  infec¬ 
tions. 

(iv)  Pneumococcic  infections. 

(V)  Gonococcic  infections. 

(vi)  Syphilis. 

(vii)  Anthrax. 

(viii)  As  an  adjunct  to  specific  anti¬ 
toxin  therapy  for  clostridial  infections. 

(ix)  Bacterial  endocarditis  due  to 
penicillin-sensitive  organisms. 

(X)  Diphtheria,  with  antitoxin  ther¬ 
apy. 

(xi)  Pulmonary  suppuration  due  to 
penicillin-sensitive  organisms. 

(xii)  Vincent’s  infection. 

(xiii)  Enrsipeloid  (swine  erysipelas). 

(xiv)  Meni^ococcic  infections. 

(XV)  For  the  prevention  of  possible 
secondary  infection  following  tonsillec¬ 
tomy  and  tooth  extraction  in  patients 
with  a  history  of  rheumatic  fever  or 
rheumatic  heart  disease,  in  congenital 
heart  disease,  and  in  other  conditions  in 
which  secondary  infection  may  occur;  or 

(3)  It  is  Intended  solely  for  veterinary 
use  and  is  conspicuously  so  labeled,  and 
its  labeling  bears  information  that  the 
drug  is  for  use  cnly  in  the  treatment  of 
one  or  more  of  the  following  conditions, 
and  further,  bears  directions  and  warn¬ 
ings  adequate  for  such  use: 

(i)  Bovine  mastitis  caused  by  Strepto¬ 
coccus  agalactiae. 

(ii)  Leptospirosis  in  dogs. 

V  (iii)  Osteomyelitis. 

(iv)  Peritonitis. 

(V)  Strangles  of  horses. 

(vi)  Equine  pneumonia. 

(vii)  Early  tetanus,  with  antitoxin 
therapy. 

(viii)  Calf  pneumonia. 

(ix)  Calf  diphtheria. 

(x)  Pyelonephritis  in  cattle. 

(xi)  Blackleg. 

(xii)  Malignant  edema. 

(xiii)  Early  anthrax. 

(xiv)  Metritis. 

(XV)  Bovine  actinomycosis. 

(xvi)  Swine  erysipelas  in  turkeys. 

If  such  drug  is  represented  for  use  in 
milk-producing  animals,  its  labeling 
shall  bear  the  statement  required  by 
§  146.14  of  this  chapter. 

§  146a.  38  Capsules  buffered  penicillin 
with  pectin  hydrolysate  (capsules 
buffer^  potassium  penicillin  with 
pectin  hydrolysate). 

(a)  Standards,  of  identity,  strength, 
quality  and  purity.  Capsules  buffered 
penicillin  with  pectin  l^drolysate  are 
capsules  composed  of  potassium  penicil¬ 
lin  with  pectin  hydrolysate  and  sodium 
citrate  enclosed  in  a  hard  gelatin  capsule. 
The  potassium  penicillin  with  pectin  hy¬ 
drolysate  is  prepared  by  lyophilizing  a 
solution  containing  one  part  potassium 
penicillin  smd  three  parts  of  pectin  hy¬ 
drolysate  by  weight.  The  potency  of 
each  capsule  is  not  less  than  50,000  units.' 


Its  moisture  content  is  not  more  than 
4.0  percent.  The  penicillin  used  con¬ 
forms  to  the  requirements  prescribed  by 
fi  146a.24(a)  for  potassium  penicillin  ex¬ 
cept  8  146a.24(a) ,  (2)  and  (4) .  The  pec¬ 
tin  hydrolysate  is  obtained,  by  mild  hy¬ 
drolysis  of  pectin  with  sodium  hydroxide 
and  hydrochloric  acid.  It  is  a  free  fiow- 
ing  and  opalescent  solution  light  tan  to 
beige  in  color  and  is  precipitated  by  the 
lower  alcohols  and  ketones.  Its  pH  is  6.0 
to  7.0.  It  is  substantially  free  of  any 
turbidity  or  undissolved  material.  The 
pectin  used  conforms  to  the  standards 
prescribed  by  the  N.  F.  The  sodium 
citrate  and  the  sodium  hydroxide  and 
hydrochloric  acid  used  in  the  preparation 
of  the  pectin  hydrolysate  conform  to  the 
standards  prescribe  therefor  by  the 
U.SP. 

(b)  Packaging.  Unless  each  capsule 
of  buffered  penicillin  with  pectin  hy¬ 
drolysate  is  enclosed  in  foil  or  plastic 
film  and  such  enclosure  complies  with 
the  definition  of  a  tight  container  as 
prescribed  by  the  U.  S.  P.,  except  the 
provision  that  it  shall  be  capable  of  tight 
reclosure,  the  immediate  container  shaU 
be  a  tight  container  as  so  defined.  The 
immediate  container  may  also  contain 
a  desiccant  separated  from  the  capsules 
by  a  plug  of  cotton  or  other  like  mate¬ 
rial.  The  composition  of  the  immediate 
container,  or  of  the  foil  or  film  enclo¬ 
sure,  shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  pur- 
ity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  pack¬ 
aging.  storage,  and  distribution  practice 
shall  be  disregarded.  The  number  of 
capsules  in  the  immediate  container  is 
such  that  the  total  number  of  units 
therein  is  not  less  than  300,000. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  the  outside  wrapper  or 
container  the  statement  “Expiraiion 

date _ ,”  the  blank  being  filled 

in  with  the  date  that  is  12  months  after 
the  month  during  which  the  batch  was 
certified. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription"  each  package  shall  include 
information  containing  directions  and 
warnir^s  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  comphdng  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statemerit  showing  the  batch  mark,  the 
number  of  capsules  in  such  batch,  the 
number  of  capsules  of  the  batch  pack¬ 
aged  into  dispensing -size  containers  dur¬ 
ing  each  day’s  packaging  operations,  the 
number  of  units  in  each  capsule,  the 


date  on  which  the  latest  assay  of  the  drug 
comprising  such  batch  was  completed, 
the  batch  mark  and  (unless  submitted 
previoush^)  the  date  on  which  the  latest 
assay  of  the  penicillin  used  in  making 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor,  if  any,  by  this 
section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of: 

(i)  The  batch: 

(a)  If  the  person  who  requests  cer¬ 
tification  is  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  capsules  collected  during  the 
time  of  capsuling  the  batch  and,  unless 
the  capsules  are  packaged  in  dispensing- 
size  containers  immediately  after  they 
are  capsuled,  ave:’age  moisture  of  cap¬ 
sules  collected  during  each  day  of  pack¬ 
aging  the  batch. 

(b)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  capsules  collected  during 
each  day  the  capsules  are  being  packaged 
into  dispensing-size  containers. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  toxicity,  moisture,  pH, 
penicillin  K  content  (unless  it  is  crsrstal- 
line  penicillin  O) ,  crystallinity,  and  heat 
stability,  and  if  it  is  crystalline  penicillin 
Q,  penicillin  G  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  herein¬ 
after  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  If  the  person  who  requests  cer¬ 
tification  is  ^e  manufacturer  of  the 
batch:  One  capsule  for  each  5,000  cap¬ 
sules  in  the  batch,  but  in  no  case  less 
than  30  capsules  collected  by  taking 
single  capsules  at  such  intervals  through¬ 
out  the  entire  time  of  capsuling  the  batch 
that  the  quantities  capsuled  during  the 
intervals  are  approximately  equal; 

(b)  If,  after  capsuling,  such  person 
packages  the  batch  into  dispensing-size 
containers:  20  capsules,  collected  at  equal 
intervals  during  each  day  the  capsules 
are  being  packaged,  except  that  this 
sample  is  not  required  if  the  capsules  are 
packaged  immediately  after  they  are 
capsuled; 

or 

(c)  If  the  person  who  requests  certifi¬ 
cation  is  not  the  manufacturer  of  the 
batch  (for  the  purpose  of  certification,  a 
batch  shall  be  that  number  of  capsules 
filled  by  such  person  into  dispensing- 
size  containers  during  each  day’s  pack¬ 
aging  operations) :  One  capsule  for 
each  5,000  capsules  in  the  batch,  but  in 
no  case  less  than  30  capsules  collected 
by  taking  single  capsules  at  such  inter¬ 
vals  throughout  each  day  of  packaging 
the  capsules  that  the  quantities  pack¬ 
aged  during  the  intervals  are  approxi¬ 
mately  equal. 
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(ii)  Hie  penicillin  used  in  making  the 
batch;  ten  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than  60 
milligrams  each,  packaged  in  accordance 
with  the  requirements  of  S  146a^4  (b) . 

(iti)  In  case  of  an  initial  request  for 
certification,  one  package  of  approxi¬ 
mately  250  cc.  of  the  pectin  hydrolysate 
and  one  package  of  approximately  five 
grams  of  the  sodium  citrate  used  in  mak¬ 
ing  the  batch,  one  package  of  approxi¬ 
mately  50  CO.  of  the  hydrochloric  acid, 
and  one  package  of  approximately  five 
grams  of  the  sodium  hydroxide  used  in 
preparing  the  pectin  hydrolysate. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  such  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendeicd  with  respect  to  each  batch  of 
capsules  buffered  penicillin  with  pectin 
hydrolysate  under  the  regulations  this 
part  shall  be: 

(1)  $0.75  for  each  capsule  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a)  and  (c)  of  t^is  sec¬ 
tion;  $3.00  for  the  sample  submitted  in 
accordance  with  paragraph  (d)  (3)  (i)  (h) 
of  this  section;  $4.00  for  each  package 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  Investigations,  other  than  exami¬ 
nation  of  such  capsules  and  packages, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph 
H)  of  this  paragrapn  shall  accompany 
the  request  for  certification  unless 
such  fee  is  covered  by  an  advance  de¬ 
posit  maintained  in  accordance  with 
f  146.8  (d)  of  this  chapter. 

§  146a^9  Capsules  procaine  penicillin 
in  oiL 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Capsules  procaine 
penicillin  in  oil  are  capsules  composed 
of  procaine  penicillin,  aluminum  mono¬ 
stearate.  and  seasame  oil  or  peanut  oil, 
enclosed  in  a  suitable  and  harmless  soft 
gelatin  capsule.  The  potency  of  each 
capsule  is  not  less  than  200,000  units. 
Its  moisture  content  is  not  more  than  2.5 
percent.  The  procaine  penicillin  used 
conforms  to  the  standards  prescribed  by 
§  146a.44(  ,>  except  §  146a.44(a)  (2)  and 

(3).  Et.  a  other  ingredient  used,  if  its 
name  is  recognized  in  the  U.S.P.  or  N.F. 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 


In  addition  to  the  labeling  requisements 
prescribed  by  8  1.106(b)  of  ttfis  chairter 
(regulatioiffi  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  Hie 
immediate  container  the  statement  **Sx- 

piration  date  _ ttie  blank 

being  filled  in  with  the  date  that  is  18 
months  after  the  month  during  which 
the  batch  was  certified. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  totch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  penicillin  used  in 
making  such  batch  was  completed,  the 
number  of  units  in  each  capsule,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  the  date  on  which  the  lat¬ 
est  assay  of  the  drug  comprising  such 
batch  was  completed,  and  a  statement 
that  each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  average  potency  per 
capsule  and  average  moisture. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  toxicity,  moisture.  pH, 
penicillin  K  content  (unless  it  is  procaine 
penicillin  Q) ,  crsrstallinity,  and  the  pro¬ 
caine  penicillin  G  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall*  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch ;  1  capsule  for  each  5,000 
capsules  in  the  batch,  but  in  no  case  less 
than  30  capsules,  collected  by  taking  sin¬ 
gle  capsules  at  such  intervals  throughout 
the  entire  time  of  capsuling  the  batch 
that  the  quantities  capsuled  during  the 
intervals  are  approximately  equal. 

(ii)  The  penicillin  used  in  making  the 
batch;  10  packages  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  300  milligrams,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
S146a.44  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  the  sesame  oil  or  peanut 
oil  and  each  other  ingredient  used  in 
making  the  batch;  1  package  of  each 
containing,  respectively,  approximately 
250  grams  and  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 


no  sample  TeCemd  to  In  subparagraph 

(3)  (ii)  of  this  paragraiAi,  is  required  if 
such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  eadh  bectch 
under  the  regulations  in  thi.s  part  dhall 
be: 

(1)  $0.75  for  each  capsule  in  the 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  of  this  section; 
$4.00  for  each  package  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigatians  other  than  examina¬ 
tion  of  such  capsules  and  packages  are 
nectary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigatians. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  i  146.8  (d)  of 
this  chapter. 

§  146a.40  Penicillin  bougies  (sodium 
penicillin  bougies,  calchun  penictUin 
bougies,  potassium  peniciiUn  bougies, 
procaine  penicillin  bougies,  penicillin 
bougies  sodium  salt,  peniciUin  boug¬ 
ies  calcium  salt,  penicillin  bougies 
potassium  salt,  penicillin  bougies 
procaine  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin  bougies 
are  bougies  composed  of  .sodium  penicil¬ 
lin,  calcium  penicillin,  potassium  peni¬ 
cillin.  or  procaine  penicillin  in  an  excip¬ 
ient  of  polyethylene  glycol  or  of  one  or 
more  other  suitable  and  harmless  dilu¬ 
ents.  binders,  and  lubricants.  The  po¬ 
tency  of  each  bougie  is  not  less  than 
25,000  units.  Its  moisture  content  is  not 
more  than  1.0  percent,  except  if  it  con¬ 
tains  procaine  penicillin,  its  moisture 
content  is  not  more  than  2.0  percent 
The  sodium  penicillin,  calcium  penicillin, 
or  potassium  penicillin  used  conforms  to 
the  requirements  of  8  146a.24(a).  except 
the  limitation  on  penicillin  K  content 
and  except  8  146a.24(a)  (1),  (2),  .(3), 
and  (4) .  but  its  potency  is  not  less  than 
300  units  per  milligram.  The  procaine 
penicillin  used  conforms  to  the  require¬ 
ments  of  8  146a.44(a) ,  except  the  Uxnlta- 
tion  on  penicillin  K  content  and  except 
8 146a.44(a)  (2),  (3).  and  (4).  Ea^ 
other  substance  used,  if  its  name  is  rec- 
(^mized  in  the  U.SP.  or  NP.,  conforms  to 
the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  Unless  each  penicillin 
bougie  is  enclosed  in  foil  or  plastic  film 
and  such  enclosure  is  a  tight  container  as 
defined  by  the  U.  S.  P.,  except  the  pro¬ 
vision  that  it  shall  be  capable  of  tight 
reclosure,  the  immediate  container  shall 
be  a  tight  container  as  so  defined.  The 
immediate  container  may  also  contain  a 
desiccant  separated  from  the  bougies  by 
a  plug  of  cotton  or  other  like  materiaL 
The  composition  of  the  immediate  con¬ 
tainer.  or  of  the  foil  or  film  enclosure, 
shall  be  such  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable' standards,  except  that  minor 
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changes  so  caused  which  are  normal  and.^ 
unavoidable  in  good  packaging,  storage, 
uid  distribution  practice  shall  be 
disregarded. 

(c)  Labeling.  Each  package  of  peni¬ 
cillin  bougies  shall  bear,  on  its  label  or 
labeling  as  hereinafter  indicated,  the 
following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark; 

(ii)  The  number  of  units  in  each 
bougie  of  the  batch; 

(iii)  The  statement  “Expiration  date 

_ the  blank  being  filled  in, 

if  crystalline  penicillin  or  procaine  peni¬ 
cillin  is  used  without  the  addition  of  an 
excipient  of  polyethylene  glycol,  with 
the  date  which  is  36  months;  or  if  crys¬ 
talline  penicillin  or  procaine  penicillin 
is  used  with  the  addition  of  an  excipient 
of  polyethylene  glycol,  with  the  date 
which  is  24  months,  or  if  crystalline  peni¬ 
cillin  or  procaine  penicillin  Is  not  used, 
with  the  date  which  is  12  months  after 
the  month  during  which  the  batch  was 
certified. 

(Iv)  If  the  excipient  is  polyethylene 
glycol,  the  statement  “Store  in  refrig¬ 
erator  not  above  15”  C.  (59”  F.)  ”,  unless 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  his  drug 
is  stable  at  room  temperature; 

(v)  The  statement  “For  veterinary 
use  only.” 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it 
is  packaged  for  dispensing,  adequate  di¬ 
rections  and  warnings  for  the  veterinary 
use  of  such  drug  by  the  laity. 

(d)  Requests  for  certification;  sam¬ 
ples,  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  bougies  in  such  batch,  the 
number  of  bougies  of  the  batch  packaged 
into  dispensing-size  containers  during 
each  day’s  packaging  operations,  the 
number  of  units  in  each  bougie,  the  date 
on  which  the  latest  assay  of  the  drug 
comprising  such  batch  was  completed, 
the  date  (unless  submitted  previously) 
on  which  the  latest  assay  of  tiie  penicil¬ 
lin  used  in  making  such  batch  was  com¬ 
pleted,  the  quantity  of  each  ingredient 
used  in  making  the  batch,  and  a  state¬ 
ment  that  such  ingredient  conforms  to 
the  requirements  prescribed  therefor,  if 
any,  by  this  section. 

^  (2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch: 

(o)  If  the  person  who  requests  cer¬ 
tification  is  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  bougies  collected  during  the 
time  of  making  the  batch,  and.  unless  the 
bougies  are  packaged  into  dispensing- 
size  containers  immediately  after  they 
are  made,  average  moisture  of  bougies 
collected  during  each  day  of  packaging 
the  batch. 


(b)  If  the  person  who  requests  cer¬ 
tification  is  not  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  bougies  collected  during  each 
day  the  bougies  are  being  packaged  into 
dispensing-size  containers. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  moisture.  pH,  crystal¬ 
linity,  and  heat  stability  if  it  is  crystal¬ 
line  sodium  or  potassium  penicillin,  the 
penicillin  G  content  if  it  is  crystalline 
sodium  or  potassium  penicillin  G,  and 
the  procaine  penicillin  G  content  if  it  is 
crystalline  procaine  penicillin  G. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  in  the  quantities  herein¬ 
after  indicated,  accurately  representa¬ 
tive  samples  of  the  following : 

(i)  The  batch: 

(a)  If  the  person  who  requests  cer¬ 
tification  is  the  manufacturer  of  the 
batch:  One  bougie  for  each  5,000  bougies 
in  the  batch,  but  in  no  case  less  than  30 
bougies  collected  by  taking  single  bougies 
at  such  intervals  throughout  the  entire 
time  of  making  the  batch  that  the  quan¬ 
tities  made  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  If,  after  making,  such  person, 
packages  the  batch  into  dispensing-size 
containers:  20  bougies  collected  at  equal 
intervals  during  each  day  the  bougies 
are  being  packaged,  except  that  this 
sample  is  not  required  if  the  bougies  are 
packaged  immediately  after  they  are 
made;  or 

(c)  If  the  person  who  requests  cer¬ 
tification  is  not  the  manufacturer  of  the 
batch  (for  the  purposes  of  certification, 
a  batch  shall  be  that  number  of  bougies 
filled  by  such  person  into  dispensing-size 
containers  during  each  day’s  packaging 
operations) :  One  bougie  for  each  5,000 
bougies  in  the  batch,  but  in  no  case  less 
than  30  bougies  collected  by  taking  sin¬ 
gle  bougies  at  such  intervals  throughout 
each  day  of  packaging  the  bougies  that 
the  quantities  packaged  during  the  in¬ 
tervals  are  approximately  equal. 

(ii)  The  penicillin  used  in  making  the 
batch;  5  packages,  or  in  the  case  of  crys¬ 
talline  penicillin  10  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  60  milligrams  if  it  is  not 
procaine  penicillin  and  not  less  than  300 
milligrams  if  it  is  procaine  penicillin, 
packaged  in  accordance  with  the  re¬ 
quirements  of  §  146a.24  (b)  or  §  146a.44 
(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  polyethylene  glycol 
and  each  other  ingredient  used  in  mak¬ 
ing  the  batch;  one  package  of  each  con¬ 
taining  approximately  25  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  'The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  of  peni¬ 
cillin  bougies  under  the  regulations  in 
this  part  shall  be: 

(1)  $0.75  for  each  bougie  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a)  and  (c)  of  this 
section;  $3.00  for  each  sample  submitted 


in  accordance  with  paragraph  (d)  (3)  (i) 
(b)  of  this  section;  $4.00  for  each  pack¬ 
age  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (ii)  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  bougies  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  -unless 
such  fee  is  covered  by  an  advance  de¬ 
posit  maintained  in  accordance  with 
§  146.8  (d)  of  this  chapter. 

§  146a.41  Crystalline  penicillin  and 
epinephrine  in  oil. 

(a)  Standards  of  identity,  strength, 
.quality,  and  purity.  Crystalline  penicil¬ 
lin  and  epinephrine  in  oil  is  a  suspension 
of  crystalline  penicillin  and  epinephrine 
In  a  menstruum  of  refined  peanut  oil  or 
sesame  oil.  Each  milliliter  has  a  po¬ 
tency  of  300,000  units  and  contains  0.3 
milligram  of  epinephrine.  Its  moisture 
content  is  not  more  than  0.2  percent. 
It  is  sterile.  The  penicillin  used  con¬ 
forms  to  the  requirements  of  §  146a.24 
(a)  for  crystalline  penicillin.  The  epi¬ 
nephrine,  peanut  oil,  and  sesame  oil  used 
conform  to  the  standards  prescribed 
therefor  by  the  U.S.P. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  crystalline  penicillin  and  epi¬ 
nephrine  in  oil  shall  be  of  colorless  trans¬ 
parent  glass  so  closed  as  to  be  a  tight 
container  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  its  contents 
cannot  be  used  without  destroying  such 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  ^erefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 
The  quantity  of  crystalline  penicillin  and 
epinephrine  in  oil  in  each  such  container 
shall  be  not  less  than  one  milliliter  and 
not  more  than  20  milliliters  unless  it  is 
packaged  for  repacking.  Unless  it  is 
packaged  for  repacking  each  container 
shall  be  filled  with  a  volume  of  crystal¬ 
line  penicillin  and  epinephrine  in  oil  in 
excess  of  that  designated,  which  excess 
shall  be  sufficient  to  permit  the  with¬ 
drawal  and  the  administration  of  the 
volume  indicated  whether  administered 
in  either  single  or  multiple  doses. 

(c)  Labeling — (1)  It  is  packaged  for 

dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act),  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  container  the  statement  “Ex¬ 
piration  date  _ ,”  the  blank 

being  filled  in  with  the  date  that  is  l3 
months  after  the  month  during  which 
the  batch  was  certified. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
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label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  of  crystalline  penicillin  and 
epinephrine  in  oil  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  mark  and 
(unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
penicillin  used  in  making  such  batch  was 
completed,  the  number  of  units  in  each 
of  such  packages,  the  quantity  of  each 
ingredient  used  in  making  the  batch, 
the  date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  and  that  the  epinephrine,  pesmut 
oil  or  sesame  oil  used  in  making  such 
batch  conforms  to  the  requirements  pre¬ 
scribed  thferefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of : 

(1)  The  batch;  potency,  sterility,  mois¬ 
ture  and  epinephrine  content. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  sterility,  toxicity,  psu’o- 
gens,  moisture;  pH,  penicillin  K  content 
(unless  it  is  crystalline  penicillin  G), 
crystallinity,  heat  stability  and  the  peni¬ 
cillin  G  content  if  it  is  crystalline  peni¬ 
cillin  G. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurately  representative  sam¬ 
ples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  5  pack¬ 
ages. 

(b)  For  sterility  testing;  10  packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  penicillin  used  in  making 
the  batch: 

(a)  For  all  tests  except  sterility;  10 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams. 

(b)  For  sterility  testing;  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  300  milligrams. 

Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
S  146a.24  (b). 

(ill)  In  case  of  an  initial  request  for 
certification,  the  epinephrine  and  the 
peanut  oil  or  sesame  oil  used  in  making 
the  batch;  one  package  of  each  contain¬ 


ing  approximately  2  grams  and  250 
grams,  respectively. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  of 
cnrstalllne  penicillin  and  epinephrine  in 
oil  under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a), 
(ii)(a),  and  (iii)  of  this  section;  $10.00 
for  all  containers  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (i)  (b)  of 
this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tions  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  8  146.3 
of  this  chapter  for  the  issuance  of  a 
certificate,  the  cost  of  such  .investiga¬ 
tions. 

The  fees  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146a.42  Aluminum  penicillin  (alu¬ 
minum  penicillin  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Aluminum  penicil¬ 
lin  is  the  insoluble  aluminum  salt  of  a 
kind  of  penicillin  or  a  mixture  of  two  or 
more  such  salts,  but  the  quantity  of  any 
salt  of  penicillin  K  therein  is  not  more 
than  30  percent.  Elach  such  drug  is  so 
purified  and  dried  that : 

(1)  Its  potency  is  not  less  than  500 
units  per  milligram; 

(2)  It  is  sterile; 

(3)  It  is  nonpyrogenlc; 

(4)  It  is  non  toxic; 

(5)  Its  moisture  content  is  not  more 
than  3  percent;  and 

(6)  Its  pH  in  saturated  aqueous  solu¬ 
tion  is  not  less  than  3.5  and  not  more 
than  4.5. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  Sealed  that  the  contents 
cannot  be  used  without  destroying  the 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  .and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  of  alumi¬ 
num  penicillin  shall  bear  on  its  outside 
wrapper  or  container  and  the  immedi¬ 
ate  container  as  hereinafter  indicated, 
the  following: 

(1)  The  batch  mark; 

(2)  The  weight  of  the  drug  anci  the 
number  of  units  in  the  immediate  con¬ 
tainer; 


(3)  The  statement  “Expiration  date 

- 7.  the  blank  being  filled  in  with 

the  date  which  is  12  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied. 

(4)  The  statement  “Store  in  refriger¬ 
ator  not  above  15*  C.  (59*  F.)“  or  “Store 
below  15^  C.  (59*  F.)“; 

(5)  The  statement  “For  manufactur¬ 
ing  use  only”; 

(6)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification,  check 
tests  and  assays:  samples.  (1)  In  addi¬ 
tion  to  complsdng  with  the  requirements 
of  8  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  of  alu¬ 
minum  penicillin  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  the  batch,  the  weight  of  the 
drug  and  the  number  of  units  in  each 
package,  and  (unless  it  was  previously 
submitt^)  the  date  on  which  the  latest 
assay  of  the  drug  comprising  the  batch 
was  completed.  Such  request  shall  be  ' 
accompanied  or  followed  with  results  of 
the  tests  and  assays  made  by  him  on 
the  batch  for  potency,  sterility,  psrrogens, 
toxicity,  moisture,  pH.  and  the  penicillin 
K  content. 

(2)  Such  person  shall  submit  in  con¬ 
nection  with  his  request  an  accurately 
representative  sample  of  the  batch,  con¬ 
sisting  of  the  following: 

(i)  For  all  tests  except  sterility;  6 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  ap¬ 
proximately  300  milligrams  taken  from 
different  parts  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufactiure  of 
which  al'iminum  penicillin  is  to  be  used, 
the  manufacturer  of  a  batch  which  is  to 
be  so  used  may  request  the  Commissioner 
to  make  check  tests  and  assays  on  a 
sample  of  such  batch  taken  as  prescribed 
by  subparagraph  (2)  of  this  paragraph. 
From  the  information  require  by  sub- 
paragraph  (1)  of  this  paragraph  may  be 
omitted  results  of  tests  and  assays  not 
required  for  the  batch  when  used  in  such 
other  drug.  The  Commissioner  shall  re¬ 
port  to  such  manufacturer  results  of  each 
check  test  and  assay  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (1)  and 
(3)  of  this  section;  $10.00  for  all  con¬ 
tainers  submitted  in  accordance  with 
paragraph  (d)  (2)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  the  exam¬ 
ination  of  such  immediate  containers, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  require¬ 
ments  of  8  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 
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The  fee  prescribed  bf  subparagraph 

(1)  of  this  paragraph  shall  acccMnpany 
the  request  for  certification  unless  such 
fee  is  corered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146a.43  Aluminum  penicUlin  in  oiL 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Aluminum  penicil¬ 
lin  in  oil  is  a  suspension  of  aluminum 
penicillin  in  a  menstruum  of  refined  pea¬ 
nut  oil  or  sesame  oil.  Its  potency  is 
300,000  units  per  milliliter.  Its  moisture 
content  is  not  more  than  1.5  percent. 
It  is  sterile.  The  aluminum  penicillin 
used  conforms  to  the  requirements  of 
§  146a.42(a).  The  peanut  oil  or  sesame 
oil  used  conforms  to  the  standards  pre¬ 
scribed  Uierefor  by  the  U.SP. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  aliuninum  penicillin  in  oil  shall 
be  of  colorless,  transparent  glass,  so  closed 
as  to  be  a  tight  container  as  defined  by 
the  U.  S.  P..  shall  be  sterile  at  the  time 
of  filling  and  closing,  shall  be  so  sealed 
'that  its  contents  caimot  be  used  without 
destroying  such  seal,  and  shall  be  of  such 
c(»nposition  as  will  not  cause  any  change 
In  the  strength,  quality,  or  purity  of  the 
c(Mitents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  wUch  are  normal  and 
imavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded.  The  quantity  of  aluminum  pen¬ 
icillin  in  oil  in  each  such  container  shall 
be  not  less  than  1  milliliter  and  not  more 
than  20  milliliters,  unless  it  Is  packaged 
for  repacking.  Unless  it  is  packaged  for 
repacking,  each  container  shall  be  filled 
with  a  volume  of  aluminum  penicillin  in 
oil  in  excess  of  that  designated,  which 
excess  shall  be  suflScient  to  permit  the 
withdrawal  and  the  administration  of 
the  volume  indicated,  whether  adminis¬ 
tered  in  dther  single  or  multiple  doses. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  1 1.106(b)  of 
^is  chapter,  (regulations  issued  under 
section  502(f)  of  the  act) .  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  12  months  after  the  month  during 
which  the  batch  was  certified. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer,  the  statement  “Store  in  refrig¬ 
erator  not  above  15*  C.  (59*  F.) .” 

(2)  It  is  packaged  for  dispensing  and 
is  intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara- 
graidi  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription"  each  padcage  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Requests  for  certification:  sam¬ 
ples.  (1)  In  addition  to  complyb^  with 
the  requirements  of  8  146.2  of  this  chsq)- 
ter.  a  person  who  requests  certification 
of  a  batch  of  aluminum  penicillin  in  oil 
shall  submit  with  his  request  a  state¬ 


ment  showing  the  batch  mark,  the  num¬ 
ber  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  aluminum 
penicillin  used  in  maUng  such  batch  was 
completed,  the  number  of  units  in  each 
of  such  packages,  the  quantity  of  each 
Ingredient  used  in  maki^  the  batch,  the 
date  (HI  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  (K>m- 
pleted,  and  that  the  peanut  oil  or  sesame 
oil  used  in  making  such  batch  conforms 
to  the  requirements  prescribed  therefor 
by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  *  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch;  potency,  sterility,  mois¬ 
ture. 

<ii)  The  ahuninum  penicillin  used  in 
making  the  batch;  potency,  sterility, 
toxicity,  psnrogens,  moisture,  pH.  penicil¬ 
lin  K  content. 

(3)  Except  as  otherwise  .provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  Indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  an  tests  except  sterility;  one 
package  for  each  6,000  packages  in  the 
batch,  but  in  no  case  less  than  5  pack¬ 
ages. 

(b)  For  sterility  testing;  10  packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  pack¬ 
aging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  aluminum  peniciUin  used  in 
making  the  batch: 

(a)  For  all  tests  except  sterility;  6 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  300  milli¬ 
grams. 

(b)  For  sterility  testing:  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  300  milligrams. 

Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146a.42  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  the  peanut  oil  or  sesame 
oil  used  in  making  Uie  batch;  one  pack¬ 
age  of  each  containing  approximately 
250  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  F^.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
aluminum  penicillin  in  oil  under  the 
regulations  in  this  part  shall  be: 

(1*)  $8.00  for  each  package  in  the 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (a)  of  this  sec¬ 
tion;  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii)  (o)  and  (iii)  of 
this  section;  $10.00  for  all  containers 


submitted  in  accordance  with  paragraph 
(d>  (3)  (i)  (b)  of  this  section;  $10.00  for 
all  containars  sutnnitted  in  accordance 
with  paragraph  (d)  (3)  (ii)  (b)  of  this 
section. 

(2)  If  the  Commissioner  considers  that 
Investigaticms,  other  than  the  examina¬ 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a 
certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146a.44  Procaine  penicillin  (penicillin 
procaine  salt),  procaine  penicillin  G 
(penicillin  G  procaine  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Procaine  penicillin 
is  the  crsrstalllne  procaine  salt  of  a  kind 
of  penicillin,  or  a  mixture  of  two  or  more 
such  salts  prepared  from  procaine  hy¬ 
drochloride  that  complies  with  all  the 
standards  prescribed  by  the  U.S.P.,  ex¬ 
cept  for  the  color  of  the  crystals  and 
penicillin,  but  the  quantity  of  any  salt  of 
penicillin  K  therein  is  not  more  than  30 
percent;  procaine  penicillin  Q  is  pro¬ 
caine  penicillin  which  contains  not  less 
than  85  percent  by  weight  of  the  pro¬ 
caine  salt  of  penicillin  Q.  Each  such 
drug  is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  900 
units  per  milligram; 

(2)  It  is  sterile; 

(3)  It  is  nonpyrogenlc; 

(4)  It  is  nontoxic; 

(5)  Its  moisture  content  is  not  more 
than  4.2  percent;  and 

(6)  Its  pH  in  saturated  aqueous  solu¬ 
tion  is  not  less  than  5  and  not  more  than 
7.5. 

(b)  Packaging.  In  all  cases  the  imme¬ 
diate  containers  shall  be  tight  contain¬ 
ers  as  defined  by  the  U.  S.  P.,  shall  be 
sterile  at  the  time  of  filling  and  closing, 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destroying  the  seal, 
and  shall  be  of  such  composition  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  standr^ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  of  pro¬ 
caine  penicillin  shall  bear  on  its  outside 
wrai^er  or  container  and  the  immediate 
container  as  hereinafter  indicated,  the 
following: 

(1)  The  batch  mark; 

(2)  The  weight  of  the  drug  and  the 
number  of  units  in  the  immediate  (xm- 
tainers; 

(3)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  the  date  which  is  36  months  after 
the  month  during  which  the  batch  was 
certified,  except  that  the  blank  may  be 
filled  in  with  the  date  which  is  48  months 
or  60  months  after  the  month  during 
which  the  batch  was  certified,  if  the  per¬ 
son  who  requests  certification  has  sub¬ 
mitted  to  the  Commissioner  results  of 
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tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
«with  the  standards  prescribed  by  para- 
(rTaph  (a)  of  this  section. 

(4)  The  statement  “For  manufactur- 
iW  use  only”; 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.  ** 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  of  pro¬ 
caine  penicillin  shall  submit  with  his 
request 'a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  the  batch,  the  weight  of  the  drug 
and  the  number  of  units  in  each  pack¬ 
age.  and  (unless  it  was  previously  sub¬ 
mitted)  the  date  on  which  the  latest 
assay  of  the  drug  comprising  the  batch 
was  completed.  Such  request' shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assays  made  by  him  on  the 
batch  for  potency,  sterility,  toxicity, 
pyrogens,  moisture,  pH,  crystallinity, 
penicillin  K  content  (unless  it  is  pro¬ 
caine  penicillin  G) ,  and  the  penicillin  G 
content  if  it  is  procaine  penicillin  G. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  cdnsisting  of  the 
following: 

(1)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  ap¬ 
proximately  300  milligrams  taken  from 
a  different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  procaine  penicillin  is  to  be  used, 
the  manufacturer  of  a  batch  which  is  to 
be  so  used  may  request  the  Commis¬ 
sioner  to  make  check  tests  and  assays  on 
a  sample  of  such  batch  taken  as  pre¬ 
scribed  by  subpsu^graph  (2)  of  this 
paragraph.  From  the  information  re¬ 
quired  by  subparagraph  (1)  of  this  para¬ 
graph  may  be  omitted  results  of  tests 
and  assays  not  required  for  the  batch 
when  used  in  such  other  drug.  The 
Commissioner  shall  report  to  each  manu¬ 
facturer  results  of  such  check  tests  and 
assays  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in'  ac¬ 
cordance  with  paragraph  (d),  (2)  (i)  and 
(3)  of  this  section;  $10.00  for  all  contain¬ 
ers  submitted  in  accordance  with  para¬ 
graph  (d)  (2)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  exami¬ 
nation  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless 


such  fee  is  covered  by  an  advance  de¬ 
posit  maintained  in  accordance  with 
8  146.8  (d)  of  this  chapter. 

§  146a.45  Procaine  penicillin  in 

(a)  Standards  of  identity,  strength, 
quality  and  purity.  Procaine  penicillin 
in  oil  is  a  suspension  of  procaine  penicil¬ 
lin  in  refined  peanut  oil  or  sesame  oil, 
with  or  without  the  addition  of  one  or 
more  suitable  and  harmless  dispersing 
agents  and  with  or  without  the  addition 
of  a  hardening  agent.  If  it  is  intended 
solely  for  veterinary  use  and  is  conspicu¬ 
ously  so  labeled,  it  may  contain  nitro- 
furazone  or  adrenocorticotropic  hormone 
(ACTTH).  Its  potency  is  300,000  maits 
per  milliliter,  except  if  it  is  packaged 
and  labeled  solely  for  veterinary  use.  Its 
moisture  content  is  not  more  than  1.4 
percent.  It  is  sterile,  unless  it  is  pack¬ 
aged  and  labeled  solely  for  udder 
instillations  of  cattle  or  subcutaneous 
injection  in  fowl.  The  procaine  peni¬ 
cillin  used  conforms  to  the  requirements 
of  §  146a.44  (a) .  except  if  the  batch  of 
procaine  penicillin  in  oil  is  packaged  and 
labeled  solely  for  udder  instillations  of 
cattle,  the  penicillin  used  is  exempt  from 
the  requirements  of  paragraph  (a)  (2), 
(3),  and  (4)  of  that  section,  or  if  the 
batch  of  procaine  penicillin  in  oil  is 
packaged  and  labeled  solely  for  subcuta¬ 
neous  injection  in  fowl,  the  penicillin 
used  is  exempt  from  the  requirements 
of  paragraph  (a)  (2)  and  (3)  of  that 
section.  The  sesame  oil  and  peanut  oil 
used  conform  to  the  standards  prescribed 
therefor  by  the  U.SP.  The  hardening 
agent  is  a  refined  hydrogenated  and  de¬ 
odorized  peanut  oil  free  from  rancidity; 
it  has  an  iodine  value  of  not  more  than 
10;  its  free  fatty  acid  content  as  oleic 
acid  is  not  more  than  Vio  of  1  percent, 
and  its  melting  point  is  64“  C.,  ±2“  C. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  procaine  penicillin  in  oil  shall  be 
of  colorless  transparent  glass  (unless  it 
is  packaged  to  contain  a  single  dose) ,  so 
closed  as  to  le  a  tight  container  as  de¬ 
fined  by  the  U.  S.  P..  shall  be  sterile  at  the 
time  of  filling  and  closing,  and  shall  be  so 
sealed  that  its  contents  cannot  be  used 
without  destroying  such  seal,  except  if  it 
is  labeled  solely  for  udder  instillations  of 
cattle  or  subcutaneous  injection  in  fowl 
it  may  be  packaged  in  plastic  or  col¬ 
lapsible  tubes  which  shall  be  well-closed 
containers  as  defined  by  the  U.  S.  P.  The 
immediate  container  shall  be  of  such 
composition  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limitation  therefor 
in  applicable  standards,  except  that  mi¬ 
nor  changes  so  caused  which  are  normal 
and  unavoidable  in  good  marketing,  stor¬ 
age.  and  distribution  practice  shall  br 
disregarded.  The  quantity  of  procaine 
penicillin  in  oil  in  each  such  container 
shall  be  not  less  than  1  milliliter  and  not 
more  than  20  milliliters,  unless  it  Is 
packaged  for  repacking  or  is  packaged 
and  labeled  solely  for  veterinary  use. 
Unless  it  is  packaged  for  repacking,  each 
such  container  shall  be  filled  with  a  vol¬ 
ume  of  procaine  penicillin  in  oil  in  ex¬ 
cess  of  that  designated,  which  excess 
shall  be  sufficient  to  permit  the  with¬ 
drawal  and  the  administration  of  the 
volume  indicated,  whether  administered 
in  single  or  multiple  doses. 


(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  ladling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in.  if  it  is  packaged 
in  plastic  containers,  with  the  date  that 
is  12  months,  cr  if  its  container  is  not 
plastic,  with  the  date  that  is  36  months 
after  the  month  during  which  the  batch 
was  certified,  except  that  the  blank  may 
be  filled  in  with  the  date  that  is  18 
months.  24  months,  or  36  months  if  the 
container  is  plastic  or  48  months  or  60 
months  4f  the  container  is  not  plastic, 
after  the  month  during  which  the  batch 
was  certified,  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  such  period  of  time  such  drug  as 
prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 
statement  “Shake  well,”  if  it  does  not 
contain  a  hardening  agent. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  (i) 
If  it  does  not  contain  adrenocorticotropic 
hormone,  it  shall  comply  with  subpara¬ 
graph  (1)  of  this  paragraph,  except  in 
lieu  of  the  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription”  each  package  shall  include 
adequate  directions  and  warnings  for 
the  veterinary  use  of  the  drug  by  the 
laity,  including  a  statement,  if  it  is  in¬ 
tended  for  subcutaneous  injection  in 
fowl,  that  it  should  be  injected  in  the 
neck  immediately  behind  the  head. 

(ii)  If  it  contains  adrenocorticotropic 
hormone,  it  shall  comply  with  8  1.106(c) 
of  this  chapter  and  with  the  require¬ 
ments  of  subparagraph  (1)  of  this 
paragraph. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  8  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification  of 
a  batch  of  procaine  penicillin  in  oil  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  such  batch,  the 
batch  mark  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  procaine  penicillin  used  in 
making  such  batch  was  completed,  the 
niunber  of  units  in  each  of  such  pack¬ 
ages,  the  quantity  of  each  ingredient 
used  in  making  the  batch,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  and 
that  each  ingredient  used  in  making  such 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  as- 
s&ys  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 
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(I)  'The  bafech;  potency,  sterility  (un¬ 
less  it  is  intended  solely  for  udder  instil¬ 
lations  of  cattle  or  subcutaneous  injec¬ 
tion  in  fowl) ,  and  moisture. 

(U)  Ttie  procaine  penicillin  used  in 
muking  the  batch;  potency,  toxicity,  (un¬ 
less  it  is  intended  for  udder  instillations 
of  cattle)  moisture.  pH.  cnrstallinity, 
penicillin  K  content  (unless  it  is  crystal¬ 
line  penicillin  O).  procaine  penicillin  G 
content  if  it  is  procaine  penicillin  G.  and. 
iinipfts  the  batch  of  procaine  penici^n  in 
oil  is  intended  solely  for  udder  instilla¬ 
tions  of  cattle  or  subcutaneous  injection 
in  fowl,  sterility  or  pyrogens. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch. 

(a)  For  all  tests  except  sterility;  one 
package  for  each  5.000  packages  in  the 
batch,  but  in  no  case  less  than  5  pack¬ 
ages. 

(b)  For  sterility  testing;  10  packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  Intervals  are  approximately 
equal. 

(il)  The  procaine  penicillin  used  in 
making  the  batch: 

(a)  For  an  tests  except  sterility;  10 
packages,  each  containing  approxi¬ 
mately  e^mal  portions  of  300  milligrams. 

(b)  For  sterility  testing;  10  packages, 
each  containing  approximately  equal 
portions  of  300  milligrams. 

Such  samples  shaU  be  packaged  In  ac¬ 
cordance  with  the  requirements  of 
S  146a.44  (b). 

(ill)  In  case  of  an  initial  request  for 
certification,  the  peanut  oil  or  sesame 
oU  and  each  dispersing  and  hardening 
agent  or  other  ingredient  used  in  making 
the  batch;  one  package  of  each  contain¬ 
ing,  respectively,  approximately  250 
grams  and  S  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 

(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  of 
procaine  penicillin  in  oil  imder  the  regu¬ 
lations  in  this  part  shall  be : 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a),  (ii)  (a),  and  (iii) 
of  Uiis  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (3)  (1)  (b)  of  this  section;  $10.00  for 
all  containers  submitted  in  accordance 
with  paragraph  (d)  (3)  (ii)  (b)  of  this 
section. 

(2)  If  the  Commissioner  considers  that 
investigations,  other  than  examination 
of  such  packages,  are  necessary  to  deter¬ 
mine  whether  or  not  such  batch  complies 
with  the  requirements  of  S  146.3  of  this 
chapter  for  the  issuance  of  a  certificate, 
the  cost  of  such  investigations. 

The  fee  prescribed  by  subparegraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 


fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  1 146.8 
(d)  of  this  chapter.* 

§  146a.46  Crystalline  penicillin  for  in¬ 
halation  therapy. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Crystalline  penicil¬ 
lin  for  inhalation  therapy  is  crystalline 
sodium  penicillin,  potassium  penicillin,  or 
procaine  penicillin,  with  or  without  one 
or  more  suitable  and  harmless  diluents. 
Its  moisture  content  is  not  more  than  1.5 
percent  if  it  is  crystalline  sodium  or  po- 
tassiiim  penicillin,  and  not  more  than  4.2 
percent  if  it  is  procaine  penicillin.  The 
crystalline  penicillin  used  conforms  to 
the  requirements  of  §  146a.24(a)  except 
subparagraphs  (2)  and  (4)  of  that  para¬ 
graph.  The  procaine  penicillin  used 
cmiforms  to  the  requirements  of  S  146a. 
44(a),  except  subparagraphs  (2)  and  (3) 
of  that  paragraph.  Each  diluent  used,  if 
its  name  is  recognized  in  the  U.SP.  or 
NP.  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  ofBcial  com¬ 
pendium. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  crystalline  penicillin  for  in¬ 
halation  therapy  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.;  its 
closure  shall  be  one  through  which  a 
hypodermic  needle  cannot  be  introduced; 
and  the  container  shall  be  of  such  com¬ 
position  as  will  not  cause  any  change  in 
the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
imavoidable  in  good  packaging,  storage, 
aud  distribution  practice  shall  be  dis¬ 
regarded  Each  such  container  shall 
contain  not  less  than  50,000  units  and 
each  may  be  packaged  in  combination 
with  a  container  of  the  solvent,  distilled 
water  U.  S.  P.,  physiological  salt  solution 
U.  S.  P.,  physiolo^cal  salt  solution  with 
the  preservative  chlorobutanol.  or  a 
solution  of  propylene  glycol  in  distilled 
water. 

(c)  Labeling.  In  addition  to  the 
labeling  requirements  prescribed  by 
§  1.106(b)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  act), 
each  package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container,  as  hereinafter  Indicated,  the 
following: 

(1)  Hie  stat^ent  **Expiration  date 

_ ,”  the  blank  being  filled  in,  if 

crjrstalline  sodium  penicillin  or  potas¬ 
sium  penicillin  is  used,  without  a  diluent, 
with  the  date  that  is  36  months,  or  if 

-  procaine  penicillin  is  used,  without  a 
diluent,  with  the  date  that  is  24  months, 
or  if  a  diluent  is  used,  with  the  date  that 
is  18  months  after  the  month  during 
which  the  batch  was  certified. 

(2)  If  it  is  packaged  in  combination 
with  a  container  of  a  solvent,  the  state¬ 
ment  "Warning — Not  for  injection.” 

(d)  Request  for  certification:  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  S  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  of  crystalline  penicillin  for  inhala¬ 
tion  therapy  shall  submit  with  his  re¬ 
quest  a  stateiaent  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  marie  and 


(unless  previously  submitted)  the  date 
on  which  the  latest  assay  of  the  penicil¬ 
lin  used  in  making  such  batch  was  com¬ 
pleted.  the  number  of  units  in  each 
immediate  container,  the  quantity  of 
each  diluent  used  in  making  the  batch, 
the  date  on  which  the  latest  assay  of  the 
drug  compriEdng  such  batch  was  com¬ 
pleted,  and  a  statement  that  each  dilu¬ 
ent  used  in  making  the  batch  conforms 
to  the  requirements  prescribed  therefor, 
if  any.  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency  and  moisture. 

(11)  The  penicillin  used  in  making  the 
batch;  potency,  toxicity,  moisture,  pH, 
penicillin  K  content  (unless  it  is  crystal¬ 
line  penicillin  O),  crystsdlinity  if  it  is 
cn^talllne  penicillin,  heat  stability  if  it 
is  crystalline  sodium  or  potassiiun  peni¬ 
cillin,  the  penicillin  G  content  if  it  is 
crystalline  sodium  or  potassium  peni¬ 
cillin  O.  and  the  procaine  penicillin  G 
content  if  it  is  procaine  penicillin  G. 

(3)  Except  as  otherwise  lU’ovided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  tlTe  quantities  hereinafter 
indicated,  accurately  representative 
samples  of  the  following; 

(i)  The  batch;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  5  immediate  containers  collected 
by  taking  single  immediate  containers, 
before  or  after  labeling  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  penicillin  used  in  making  the 
batch;  10  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  60  milligrams  if  it  is  not  procaine 
penicillin,  and  not  less  than  300  milli¬ 
grams  if  it  is  procaine  penicillin,  pack¬ 
aged  in  accordance  with  the  require¬ 
ments  of  §  146a.24  (b)  or  §  146a.44  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  diluent  used  in  mak¬ 
ing  the  batch;  one  package  of  each  con¬ 
taining  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 

(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  sstmple  has  been  pre¬ 
viously  submitted. 

-  (e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i), 
(ii) ,  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  S  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  suah 
investigations. 
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The  fee  prescribed  by  subparagraph 

(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  S  146.8 
(d)  of  this  chapter. 

§  146a.47  Procaine  penicillin  for  aque¬ 
ous  injection. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Procaine  penicillin 
for  aqueous  injection  is  a  dry  mixture  of 
procaine  penicillin  and  one  or  more  suit¬ 
able  and  harmless  suspending  or  dis¬ 
persing  agents,  with  or  without  one  or 
more  suitable  and  harmless  preserva¬ 
tives  and  buffer  substances,  or  it  is  an 
aqueous  suspension  of  procaine  penicil¬ 
lin  and  one  or  more  suitable  and  harm¬ 
less  suspending  or  dispersing  agents, 
buffer  si^tances,  and  preservatives,  ex¬ 
cept  that  preservatives  are  not  required 
if  the  immediate  container  is  packaged 
to  contain  a  single  dose  and  is  conspic¬ 
uously  so  labeled.  If  it  is  an  aqueous 
suspension  of  the  drug,  it  may  contain 
procaine  hydrochloride  in  a  concentra¬ 
tion  not  exceeding  2.0  percent,  one  or 
more  suitable  and  harmless  stabilizing 
agents,  and,  if  it  is  intended  solely  for 
veterinary  use.  it  may  contain  cortisone 
or  a  suitable  derivative  of  cortisone.  It 
is  so  piirilied  that: 

(1)  If  it  is  an  aqueous  suspension  of 
the  drug,  each  container  or  each  milli¬ 
liter  shall  contain  not  le^  than  300,000 
units; 

(2)  It  is  sterile; 

(3)  If  it  is  the  dry  mixture  of  the 
drug,  its  moisture  content  is  not  more 
than  4.2  percent; 

(4)  It  is  nonpyrogenic; 

(5)  It  is  nontoxic;  and 

(6)  Its  pH  in  saturated  aqueous  solu¬ 
tion  is  not  less  than  5.0  and  not  more 
than  7.5. 

The  procaine  penicillin  used  conforms 
to  the  requirements  of  S  146a.44  (a). 
Bach  other  substance,  if  its  name  is  rec¬ 
ognized  in  the  U.  S.  P.  or  N.  F.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall  be 
sterile  at  the  time  of  filling  and  closing, 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destro3dng  such  seal, 
and  shall  be  of  such  composition  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and 

'  distribution  practice  shall  be  disregarded. 
In  case  it  Is  packaged  for  dispensing,  it 
shall  be  in  immediate  containers  of  col¬ 
orless,  transparent  glass,  closed  by  a 
subst^ce  through  which  a  hypodermic 
needle  may  be  introduced  and  withdrawn 
without  removing  the  closure  or  destroy¬ 
ing  its  effectiveness,  unless  it  is  the  aque¬ 
ous  suspension  of  the  drug  and  it  is  pack¬ 
aged  to  contain  a  single  dose.  If  it  is 
the  dry  mixture  of  the  drug,  each  such 
container  ^all  contain  300,000  units, 
600,000  units,  900,000  units.  1,200,000 
units,  1,500,000  imits,  or  3,000,000  units, 
unless  it  Is  intended  solely  for  veterinary 
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use  and  it  is  conspicuously  so  labeled. 
Each  such  container  may  be  packaged  in 
combination  with  a  container  of  a  suit¬ 
able  aqueous  diluent.  If  it  is  the  aque¬ 
ous  suspension  of  the  drug,  each  such 
container  shall  contain  not  less  than  1 
milliliter  (unless  it  is  packaged  to  con¬ 
tain  a  single  dose)  and  not  more  than 
12  milliliters  (unless  it  is  intended  solely 
for  veterinary  use  and  is  conspicuously 
so  labeled) ,  and  each  shall  be  filled  with 
a  volume  in  excess  of  that  designated, 
which  excess  shall  be  sufficient  to  permit 
the  withdrawal  and  the  administration 
of  the  volume  indicated,  whether  admin¬ 
istered  in  either  single  or  multiple  doses. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  imder 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in,  if  it  is  a  dry 
mixture  of  the  ding,  with  the  date  that  is 
36  months,  or  if  it  is  the  aqueous  suspen¬ 
sion  of  the  drug,  with  the  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified,  except  that  the 
blank  may  be  filled  in  with  the  date  that 
is  48  months  or  60  months  if  it  is  the  dry 
mixture  of  the  drug,  and  18  months,  24 
months,  36  months,  or  48  months  if  it  is 
the  aqueous  suspension  of  the  drug,  after 
the  month  during  which  the  batch  was 
certified,  if  the,person  who  requests  cer¬ 
tification  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  showing 
that  after  having  been  stored  for  such 
period  of  time  such  drug  as  prepared  by 
him  complies  with  the  standards  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(U)  On  the  immediate  container,  if  it 
is  a  dry  mixture  of  the  drug,  the  con¬ 
ditions  imder  which  suspensions  made 
from  such  drug  should  be  stored,  and  the 
statement  “Sterile  suspension  may  be 
kept  at  room  temperature  for  1  week,  or 
in  a  refrigerator  for  3-  weeks,  without 
significant  loss  of  potency,”  unless  this 
information  is  contained  in  the  circular 
or  other  labeling  within  or  attached  to 
the  package. 

(iii)  On  the  outside  wrapper  or  con¬ 
tainer.  if  it  is  the  aqueous  suspension  of 
the  drug,  the  statement  “Store  in  re¬ 
frigerator  not  above  15*  C.  (59*  P.),” 
unless  the  person  who  requests  certifica¬ 
tion  has  submitted  to  the  Commissioner 
results  of  tests  and  assays  showing  that 
such  drug  as  prepared  by  him  complies 
with  standards  prescribed  by  para^aph 
(a)  of  this  section  after  having  been 
stored  at  room  temperature. 

(iv)  If  it  contains  cortisone  or  a  de¬ 
rivative  of  cortisone,  after  the  name 
“procaine  penicillin  for  aqueous  injec¬ 
tion,”  wherever  it  appears,  the  words 

“with - in  juxtaposition  with 

such  name,  the  blank  being  filled  in  with 
the  common  or  usual  name  of  such  in¬ 
gredient. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  tLse.  Its 
label  and  labeling  shall  comphr  with 
all  the  following  requirements: 


(1)  If  it  does  not  contcun  cortisone  or 
a  derivative  of  cortisone,  it  shall  comply 
with  subparagraph  (1)  of  this  para¬ 
graph,  except  in  lieu  of  the  statement 
“Caution:  Federal  law  prohibits  dis¬ 
pensing  without  prescription”  each 
package  shall  include  information  con¬ 
taining  directions  and  warnings  ade¬ 
quate  for  the  veterinary  use  of  the  drug 
by  the  laity  . 

(ii)  If  it  contains  cortisone  or  a  de¬ 
rivative  of  cortisone,  the  label  and  label¬ 
ing  of  each  -package  shall  conform  with 
the  requirements  prescribed  by  §  1.106(c) 
of  this  chapter  and  with  the  require-  ' 
ments  of  subparagraph  (1)  of  this  para¬ 
graph. 

(d)  Re(iuests  for  certification:  sam¬ 
ples.  (1)  In  addition  to  complyi:^  with 
the  requirements  of  8  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  of  procaine  penicillin  for 
aqueous  injection  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  mark  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the  pro¬ 
caine  penicillin  used  in  making  such 
batch  was  completed,  the  number  of 
units  in  each  of  such  packages,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  the  date  on  which  the  lat¬ 
est  assay  of  the  drug  comprising  such 
batch  was  completed,  and  a  statement 
that  each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor,  if  any,  by  this  section. 
If  such  batch,  or  any  part  thereof,  is  to 
be  packaged  with  a  solvent,  such  request 
shall  also  be  accompanied  by  a  statement 
that  such  solvent  conforms  to  the  re¬ 
quirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  r^resent- 
ative  sample  of: 

(i)  The  batch;  potency,  sterility,  mois¬ 
ture.  pyrogens,  toxicity,  pH. 

(ii)  The  procaine  penicillin  used  in 
making  the  batch;  potency.  ciTstallinity. 
penicillin  K  content  (unless  it  is  pro¬ 
caine  penicillin  G),  and  the  penicillin  O 
content  if  it  is  procaine  penicillin  O. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  (luantitiqs  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  an  tests  except  sterility;  one 
immediate  container  for  each  5,000 
immediate  containers  in  such  batch, 
but  in  no  case  less  ttian  10  immediate 
contaltiers. 

(b)  For  sterility  testing;  10  Immediate 
containers. 

Such  smypip-a  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equaL 
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(II)  The  procaine  penicillin  used  In 
maiiring  the  batch;  3  packages  containing 
approximately  equal  portions  of  not  less 
than  500  milligrams  each,  packaged  In 
accordance  with  the  requirements  of 
|14«a.44  (b). 

(III)  In  ease  of  an  Initial  request  for 
certification,  each  other  ingredient  used 
In  maJEing  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(iv)  In  case  of  an  Initial  request  for 
the  certification  of  a  batch  of  procaine 
penicillin  for  aqueous  injection  which  is 
to  be  packaged  in  combination  with  an 
aqueous  diluent  which  is  not  recognized 
by  the  U.  S.  P.,  or  when  any  change  is 
made  in  the  composition  of  such  diluent, 
five'  packages  of  the  diluent  included  in 
the  combination. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing,  such,  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages 

Each  such  package  shall  contain  not  less 
than  approximately  300  milligrams 
taken  from  different  parts  of  such  batch, 
and  each  shall  be  packaged  in  accord¬ 
ance  with  the  requirements  of  paragraph 

(b)  of  this  section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 

(3)  (ii)  of  this  paragraph,  is  required  If 
such  result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batCh 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i) 

(a) ,  (ii),  (iii),  (iv),  and  (4)(i)  of  this 
section. 

(2)  $10.00  for  all  containers  submitted 
in  accordance  with  paragraph  (d)  (3)  (i) 

(b)  and  (4)  (11)  of  this  section. 

(3)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
inve.«tigations. 

The  fee  prescribed  by  subparagraph 

(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146a.48  Ephedrine  penicillin  (penicil¬ 
lin  ephedrine  salt),  ephedrine  peni¬ 
cillin  C  (penicillin  G  ephedrine  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Ephedrine  penicillin 
is  the  crystalline  ephedrine  salt  of  a  kind 
of  penicillin,  or  a  mixture  of  two  or  more 
such  salts  prepared  from  ephedrine 
U.  8.  P.  and  penicillin,  but  the  quantity  of 
any  salt  of  penicillin  K  therein  is  not 
more  than  30  percent;  ephedrine  penicil¬ 
lin  O  is  ephedrine  penicillin  which  con¬ 
tains  not  less  than  85  percent  by  weight 
of  the  ephedrine  salt  of  penicillin  G. 
Each  such  drug  is  so  purified  and  dried 
that: 


(1)  Its  potency  is  not  less  than  1,000 
units  per  milligram; 

(2)  It  is  sterile; 

(3)  It  is  nontoxic; 

(4)  It  is  nonp3n*ogenic; 

(5)  Its  moisture  content  is  not  more 
than  1.5  percent; 

(6)  Its  pH  in  aqueous  solution  of  30 
milligrams  per  milliliter  is  not  less  than 
5  and  not  more  than  7.5. 

(b)  Packaging.  In  all  cases  the  imme¬ 
diate  containers  shall  be  tight  containers 
as  defined  by  the  U.  8.  P.,  shall  be  sterile 
at  the  time  of  filling  and  closing,  shall  be 
so  sealed  that  the  contents  cannot  be 
used  without  destroying  the  seal,  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
which  are  normal  and  unavoidable  in 
good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  of  ephed¬ 
rine  penicillin  shall  bear  on  its  outside 
wrapper  or  container  and  the  immediate 
container  as  hereinafter  indicated,  the 
following: 

(1)  The  batch  mark; 

(2)  The  weight  of  the  drug  and  the 
number  of  units  in  the  immediate  con¬ 
tainer; 

(3)  The  statement  “Expiration  date 

_ ”,  the  blank  being  filled 

in  with  the  date  which  is  12  months  af¬ 
ter  the  month  during  which  the  batch 
was  certified. 

(4)  The  statement  “For  manufactur¬ 
ing  use  only;” 

(5)  The  statement  “C&ution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Requests  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  of  ephed¬ 
rine  penicillin  shall  submit  with  his  re¬ 
quest  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  the  batch,  the  weight  of  the  drug 
and  the  number  of  units  in  each  package, 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
drug  comprising  the  batch  was  com¬ 
pleted.  Such  request  shall  be  accom¬ 
panied  or  followed  by  the  results  of  tests 
and  assays  made  by  him  on  the  batch  for 
potency,  sterility,  toxicity,  pyrogens, 
moisture.  pH,  crystallinity,  penicillin  K 
content  (unless  it  is  ephedrine  penicillin 
G) ,  and  the  penicillin  G  content  if  it  is 
ephedrine  penicillin  G. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  ap¬ 
proximately  300  milligrams  taken  from 
a  different  part  of  such  bath,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

(3)  In  connection  with  the  contem¬ 
plated  requests  for  certification  of 
batches  of  another  drug  in  the  manufac¬ 
ture  of  which  ephedrine  penicillin  is  to 


be  used,  the  manufacturer  of  a  batch 
which  is  to  be  so  used  may  request  the 
Commissioner  to  make  check  tests  and 
assasrs  on  a  sample  of  such  batch  taken 
as  prescribed  by  subparagraph  (2)  of 
this  paragraph.  From  the  information 
required  by  subparagraph  (1)  of  this 
paragraph  may  be  omitted  results  of 
tests  and  assays  not  required  for  the 
batch  when  used  in  such  other  drug. 
The  Commissioner  shall  report  to  each 
manufacturer  results  of  such  check  tests 
and  assas^  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  of 
this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (2)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  ex¬ 
amination  of  such  immediate  containers 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  under  subpara¬ 
graph  (1)  of  this  paragraph  shall  ac¬ 
company  the  request  for  certification 
unless  such  fee  is  covered  by  an  advance 
deposit  maintained  in  accordance  with 
§  146.8  (d)  of  this  chapter. 

§  146a.49  Ephedrine  penicillin  tablets. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Ephedrine  penicil¬ 
lin  tablets  are  tablets  composed  of  ephed¬ 
rine  penicillin  and  one  or  more  buffer 
substances,  with  or  without  one  or  more 
suitable  and  harmless  diluents,  binders, 
and  lubricants.  The  potency  of  each 
tablet  is  not  less  than  30,000  units.  Its 
moisture  content  is  not  more  than  1.0 
percent.  When  a  tablet  is  dissolved  as 
directed  the  potency  of  such  solution  is 
not  less  than  4,000  units  per  milliliter 
after  it  has  been  kept  for  one  day  at  a 
temperature  of  15“  C.  (59“  F) .  Such  so¬ 
lution  is  isotonic,  and  has  a  pH  of  6.0, 
±0.2.  The  ephedrine.  peificillin  used 
conforms  to  the  requirements  of  §  146a.48 
(a)  for  ephedrine  penicillin  except  sub- 
paragraphs  (2)  and  (4)  of  §  146a.48  (a) . 
Each  buffer  substance  and  preservative 
used,  if  their  names  are  recognized  in  the 
tJJSP.  or  NF.,  conform  to  the  standards 
prescribed  therefor  by  such  ofBcial 
compendium. 

(b)  Packaging.  Unless  each  tablet  is 
enclosed  in  foil  or  plastic  film  and  such, 
enclosure  is  a  tight  container  as  defined 
by  the  U.S.P.,  except  the  provision  that 
it  shall  be  capable  of  tight  reclosure,  the 
immediate  container  shall  be  a  tight  con¬ 
tainer  as  so  defined.  The  immediate 
container  may  also  contain  a  desiccant 
separated  from  the  tablets  by  a  plug  of 
cotton  or  other  like  material.  The  com¬ 
position  of  the  immediate  container,  or  / 
of  the  foil  or  film  enclosure,  shall  be  such 
as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
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unavoidable  In  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  S  1.106(b)  of  this  ch^ter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shah  bear  on 
the  outside  wrapper  or  cont€iiner  and 
the  immediate  container,  as  hereinafter 
indicated,  the  following: 

(1)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified. 

(ii)  A  statement  giving  the  method  of 
dissolving  the  tablets,  and  a  statement 
that  distilled  water  U.S.P.  should  be  used. 

(iii)  The  conditions  under  which  the 
solution  should  be  stored,  including  a 
reference  to  its  instability  when  stored 
under  other  conditions,  and  a  statement 
“Prepare  a  fresh  solution  each  24  hours." 

(iv)  The  statement  “Warning — Not 
for  injection  or  oral  use.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  heu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription"  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  complying  to  the  re¬ 
quirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  of  ephedrine  penicillin  tablets 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  such  batch,  the 
batch  mark  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  ephedrine  penicillin  used  in 
making  such  batch  was  completed,  the 
number  of  units  in  each  tablet,  the  quan¬ 
tity  of  each  ingredient  used  in  making 
the'batch.  the  date  on  which  the  latest 
assay  of  the  drug  comprising  the  batch 
was  completed,  and  a  statement  that 
each  ingredient  used  in  making  the  batch 
conforms  to  the  requirements  prescribed 
therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  as¬ 
says  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(I)  The  batch:  average  potency  per 
tablet  and  average  moisture. 

(II)  The  ephedrine  penicillin  used  in 
making  the  batch;  potency,  toxicity, 
moisture,  pH,  penicillin  K  content  (un¬ 
less  it  is  ephedrine  penicillin  Q) ,  crystal¬ 
linity,  and  the  penicillin  G  content  if  it  Is 
ephedrine  penicillin  Q. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurately  representative 
samples  of  the  following: 


(i)  The  batch;  one  tablet  for  each 
5,000  tablets  in  the  batch,  but  in  no  case 
1^  than  30  tablets,  collected  by  taking 
single  tablets  at  such  intervals  through¬ 
out  the  entire  time  of  tableting  that  the 
quantities  tableted  during  the  intervals 
are  approximately  equal. 

(ii)  The  ephedrine  penicillin  used  in 
making  the  batch;  six  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams,  packaged 
in  accordance  with  the  requirements  of 
S  146a.48  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  buffer  substance,,  dilu¬ 
ent,  bidder,  and  lubricant  used  in  making 
the  batch;  one  package  of  each,  each 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 

(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  l^en  previously 
submitted. 

(e)  Fees.  The  fee  for  services  ren¬ 
dered  with  respect  to  each  batch  of 
ephedrine  penicillin  tablets  under  the 
regulations  in  this  part  shall  be: 

(1)  $0.75  for*  each  tablet  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (1)  of  this  section,  $4.00  for  each 
package  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (ii) 
and  (iii)  of  this  section;  and 

(2)  If  the  Commissioner  cotisiders 
that  investigations,  other  than  examina¬ 
tion  of  such  tablets  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  imless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146a.50  Procaine  penicillin  and  buf¬ 
fered  crj^stalline  penicillin  for  aque¬ 
ous  injection. 

Procaine  penicillin  and  buffered  crys¬ 
talline  penicUlin  for  aqueous  inj^ion 
conforms  to  all  requirements  prescribed 
by  §  146a.47  for  the  dry  mixture  of  pro¬ 
caine  penicillin  for  aqueous  injection, 
and  Is  subject  to  all  procedures  pre¬ 
scribed  by  S  146a.47  for  the  dry  mixture 
of  procaine  penicillin  for  aqueous  injec¬ 
tion,  except  that: 

(a)  Each  immediate  container  shall 
contain  not  less  than  50,000  units  of  buf¬ 
fered  crystalline  penicillin  for  each 
300,000  imits  of  procaine  penicillin. 
The  buffered  cnrstalline  penicillin  con¬ 
forms  to  the  requirements  prescribed  by 
§  146a.37. 

(b)  If  it  is  packaged  as  a  single  dose 
and  its  immediate  container  has  two 
compartments  separated  by  a  tight  rub¬ 
ber  seal,  one  compartment  shall  contain 
an  aqueous  suspension  of  procaine  peni¬ 
cillin  which  conforms  to  all  requirements 
and  procedures  prescribed  by  §  146a.47 
and  one  compartment  shall  contain  the 
di7  buffered  crystalline  penicillin. 

(c)  The  circular  or  other  .labeling 
within  or  attached  to  the  package,  if  it 


is  packaged  for  dispensing,  shall  bear, 
in  lieu  of  the  statement  prescribed  by 
9  146a.47  (c)  (1)  (ii) ,  the  statement  “Ster¬ 
ile  suspension  may  be  kept  in  refrigera¬ 
tor  for - week(s)  without  significant 

loss  of  potency,”  the  blank  oeing  filled 
in  with  the  figure  "1,”  or  if  the  i)erson 
who  requests  certification  has  submitted 
to  the  Commissioner  results  of  tests  and 
assajrs  showing  that  such  drug  as  pre¬ 
pared  by  him  does  not  lose  significant 
potency  after  having  been  stored  in  a 
refrigerator  for  4  weeks,  the  blank  may 
be  filled  in  with  the  figure  “4,”  unless 
it  is  packaged  to  conform  with  para¬ 
graph  (b)  of  this  section. 

(d)  In  addition  to  complsring  with  the 
requirements  of  §  146a.47  (d),  a  person 
who  requests  certification  of  a  batch  of 
procaine  penicillin  and  buffered  crystal¬ 
line  penicillin  for  aqueous  injection  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  results 
and  thb  date  of  the  latest  tests  and  assays 
of  the  buffered  crystalline  penicillin  used 
in  making  the  batch  for  potency,  crystal¬ 
linity,  heat  stability,  penicillin  K  content 
(unless  It  Is  buffered  crystalline  penicillin 
G)  and  the  penicillin  G  content  if  it  Is 
buffered  crystalline  penicillin  G.  the 
number  of  units  of  procaine  penicillin 
and  the  number  of  units  of  buffered 
crystalline  penicillin  in  each  immediate 
container  of  the  batch.  He  shall  also  sub¬ 
mit  in  connection  with  his  request  a 
sample  consisting  of  three  packages  con¬ 
taining  approximately  equal  portions  of 
not  less  than  250  milligrams  each  of  the 
buffered  crystalline  penicillin  used  in 
making  the  batch.  If  such  batch  is 
packaged  for  repacking,  each  portion  In 
the  sample  required  by  §  146a.47  (d)  (4) 
shall  consist  of  approximately  400  mil¬ 
ligrams  in  lieu  of  300  milligrams. 

(e)  The  fees  for  the  services  roidered 
with  respect  to  the  samples  submitted 
under  the  regulations  in  this  section  shall 
be: 

(1)  $5.00  for  each  Immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  9  146a.47  (d)  (3)  (1)  (a) 
and  (4)  (i) . 

(2)  $4.00  for  each  immediate  container 
of  buffered  (UTstalUne '  penicillin  sub¬ 
mitted  in  accordance  with  the  require¬ 
ments  of  paragraph  (d)  of  this  section. 

§  146a.51  Buffered  penicillin  powder, 
penicillin  powder  with  buffer^  aque¬ 
ous  diluent. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Buffered  penicillin 
powder  is  a  mixture  of  crystalline  peni¬ 
cillin  or  procaine  penicillin  and  suitable 
buffer  substances,  with  or  without  pro¬ 
benecid,  sodium  salicylate  and  a  suitable 
antihistaminic  agent,  with  or  without 
one  or  more  suitable  sulfonamides,  and 
with  or  without  the  addition  of  one  or 
more  suitable  and  harmless  diluents, 
colorings,  and  flavorings.  Penicillin 
powder  with  buffered  aqueous  diluent  is 
a  packaged  combination  of  one  imme¬ 
diate  container  of  crystalline  penicillin 
or  procidne  penicillin,  with  or  without 
suitable  and  humless  diluents,  and  one 
immediate  container  of  an  aqueous 
diluent  containing  suitable  buffer  sub- 
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stances  and  suitable  and  harmless  pre-  each  such  other  ingredient),**  in  juxta-  each  5,000  immediate  containers  in  the 
servatives,  colorings,  and  flavorings.  Its  position  with  such  name.  batch,  but  in  no  case  less  than  10  tmme- 

moisture  content  is  not  more  than  i.o  (2)  It  is  packaged  for  dispensing  and  diate  containers  or  more  than  17  imme- 
percent,  except  if  it  contains  procaine  intended  solely  for  veterinary  use.  Its  diate  containers. 

penicuun  Its  moisture  ^tent  Is  ^  tabel  and  tobeling  shall  comply  irith  aU  coUected  by  taking 

more  t^Mperi^t.  The  crystal^  the  r^uh^nte  prescribed  by  subpsia-  single  Immediate  containers  at  such  In- 
penicillin  used  conforms  to  the  require-  graph  (1)  of  this  paragraph,  except  that  tprvais  thmuahnnf  thp  pntirp  timp  nf 
ments  of  i  146a.24  (a)  for  crystalline  in  lieu  of  the  statement  “Caution:  Fed-  that  toe 

penicillin,  except  subparagraphs  (2)  and  eral  law  prohibits  dispensing  without  toe  mtervals  are  an 

(4)  of  that  paragraph.  The  procaine  prescription*’ each  package  shall  include  SJS^lSeS^ll  ^ 

information  containing  dirwtions  and  buffered' penicillin  powder  or 

^nteof  5146a.-M  (a)  .CTcept^b^-  waimir^s  adequate  for  the  veterinary  use  penicillin  powder  with  diluents,  the 
^p^  (2)  and  (3)  of  that  ^ragraph.  of  the  drug  by  the  laity.  penicillin  used  in  making  the  batch;  10 

Each  othCT  rabst^ceus^.ff  its  ^^e  (d)  Request  for  certification;  samples,  ^ckages.  each  containing  approximately 

is  recognized  in  the  U.  S.  P.  or  N.  P.,  (l)  in  addition  to  complying  with  the  mubI  nortions  of  not  less  than  60  milli- 

requirements  of  5  146.2  of  ^  chaDter.  a  It  U  not  procine  ^clUinT^d 

<>l  5  not  less  than  500  milligrams  if  It  Is  pro- 
pemcui?  powder  shall  s^lne  penicillin,  packaged  In  accordance 
With  the  requirements  of  5  146a.24(b)  Or 

powder  shall  be  a  tight  container  as  de-  showing  the  batch  mark,  the  number  of  « q4gj.  44(b) 

®J  ®“S**,  ”**2'’  *^®  <«»>'  m  «*  “  ‘Pltlal  request  for 

?  and  (i^ess  It  was  prevloi^ly  certlflcatlon,  each  other  ingredient  used 

as  wW  not  reuse  any  ^nge  In  the  -submitted)  the  date  on  which  the  latest  making  the  batch;  one  paekage  of 
Strength,  quaUty,  or  purity  of  the  con-  assay  of  the  penicillm  used  in  making  containine  aoDroximatelv  5  crams 

mm™  '“oh  batch  was  Completed,  the  number  of  In  case  of  iiSaf  muSt  to 

units  In  each  tamedlatc  container,  the  t^e  certiflcatlon  of  a  batch  of  buffered 
changes  so  caused  which  are  normal  and  quantity  of  each  ingredient  used  in  mak-  penicillin  nowder  which  is  to  be  nark 
unavoidable  in  good  packaging,  storage,  ing  the  batch,  the  date  on  which  the 

and  distribution  practice  shall  be  disre-  latest  assay  of  the  drug  comprising  such  mad?^^ 

garded.  Each  immediate  container  batch  was  completed,  and  a  statement 

may  be  packaged  in  combination  with  that  each  ingredient  used  in  making  the  5  n^kal^S  the  vewSe  tocmTed 
a  container  of  a  suitable  and  harmless  batch  conforms  to  the  requirements  pre-  included  in  the 

aqueous  vehicle,  with  or  without  pro-  scribed  therefor,  if  any,  by  this  section.  ...  result  referred  to  in  snhnara 

benecid,  and  with  or  without  one  or  (2)  Except  as  otherwise  provided  in  graph  (2)  to)  of  tWs^ara^^^^^ 
more  suitable  sulfonamides.  subparagraph  (4)  of  this  paragraph.  ^P^e  ref  erred  to  in 

to  01)  ?1  this  parfgreph,  is  ?reulrld  tf  si^ch 

dispensing  and  is  intended  for  use  by  with  his  request  results  of  the  tests  and  result  or  samnle  has  been  ^vioiislv  sub 
man.  In  addition  to  the  labeling  re-  assays  listed  after  each  of  the  following,  or  sample  has  been  previously  sub- 

made  by  him  on  an  accurately  represen-  (g,  The  fee  for  the  services 

this  chapter,  (regulations  issued  under  tative  sample  of.  rendered  with  respect  to  each  hatch  of 

“s  ™®  *’®'*;**^“  ’’“*5''®^  btuter^  StacSto  i,wdlr  unde?  tte 

shall  bear  on  its  label  and  labeling,  as  powder  or  penicillm  powder  with  dilu-  remilations  in  this  n^  shall  be- 

hereinafter  indicated,  the  foUowing:  ents:  potency  and  moisture;  if  penicillin  /j)  *400  for  each  immediate  con 

tJnL^ndto®e?mmSiatecSSt^^^^  powder  with  no  Other  toedients:  tainer  to  the  samples  submittU^  to 

/i?  i  of  S?*®"®/  PH.  pnlciUta  eordance  with  paragraph  (d)  (3)  (1) ,  (U) , 

(a)  A  statement  giving  the  method  of  k  content  (unless  it  is  crystalline  peni-  nvi  nf  Aiic 

dissolving  the  penicillin,  if  it  is  a  pack-  cillto  G) ,  crystallinity,  heat  stabUity  if  (g)  j*  ^he  Commissioner  considers 
aged  combination  of  one  immediate  con-  it  is  crystalline  sodium  or  potassium  that  investigations  other  than  examina- 
tatoer  of  buffered  penicillin  powder  or  penicillin,  the  penicillin  G  content  if  it  {f^n  of iSjrimmeS  co^^^^ 

penicillin  powder  and  one  immediate  -  is  crystaUine  sodium  or  potassium  peni-  necessarv  to  determine  whether  or  not 

container  of  a  vehicle.  ciUto  G.  and  the  procaine  .penicillin  G  J^crSh  com^ff  wito  ^ 

(b)  The  statement  “Expiration  date  content  if  it  is  procaine  penicillin  G. 

- ’’  the  blank  being  filled  to  (ii)  if  buffered  penicillin  powder  or  of  a  certtocate  the  cost  of  sSh 

with  the  date  that  is  24  months  after  penicillin  powder  with  diluents,  the  peni-  investigations 
the  month  during  which  the  batch  was  cillin  used  in  making  the  batch;  potency,  ® 

certified,  except  that  the  blank  may  be  toxicity,  moisture,  pH,  penicillto  K  con-  The  fee  prescribed  by  subparagraph  (1) 
filled  in  with  the  date  that  is  36  months  tent  (unless  it  is  crystalline  penicillin  of  this  paragraph  shall  accompany  the 
after  the  month  during  which  the  batch  G) ,  crystallinity,  heat  stability  if  it  is  request  for  certification  unless  such  fee 
was  certified  if  it  is  crystalline  penicillin  crystalline  sodium  or  potassium  penicil-  is  covered  by  an  advance  deposit  main- 
with  no  other  ingredients;  or  the  blank  Ito,  the  penicillto  G  content  if  it  is  crys-  tained  in  accordance  with  §  146.8(d)  of 
may  be  filled  in  with  the  date  that  is  talltoe  sodium  or  potassium  penicillto  this  chapter. 

48  months  or  60  months  after  the  month  G,  and  the  procaine  penicillto  G  content  )  Exemption  of  buffered  penicillin 
during  which  the  batch  was  certified  if  if  it  is  procaine  penicillto  G.  powder  and  penicillin  powder  with  buf~ 

the  person  who  requests  certification  has  (3)  Except  as  otherwise  provided  by  fered  aqueous  diluent  for  veterinary  use 

submitted  to  the  Commissioner  results  subparagraph  (4)  of  this  paragraph,  from  certification.  Buffered  penicillin 
of  tests  and  assays  showing  that  after  such  person  shall  submit  to  connection  powder  and  penicillto  powder  with  buf- 
having  been  stored  for  such  period  of  with  his  request,  in  the  quantities  here-  fered  aqueous  diluent  that  conform  to 
time  such  drug  as  prepared  by  him  com-  toafter  indicated,  accurately  represent-  the  requirements  of  paragraphs  (a) 
plies  with  the  standards  prescribed  by  ative  samples  of  the  following:  (except  that  they  may  contain  one  or 

paragraph  (a)  of  this  section.  (i)  The  batch:  more  essential  vitamin  and  mineral  sub- 

(c)  The  name  of  each  buffer  sub-  (a)  If  it  contains  only  penicillto  and  stances  for  nutritive  purposes),  (b),  and 

stance  used  in  making  the  batch.  the  penicillto  used  has  been  previously  (c)  of  this  section  shall  be  exempt  from 

(ii)  On  the  label  and  labeling  if  it  submitted,  or  it  contains  penicillto  and  the  requirements  of  sections  502(1)  and 
contains,  in  addition  to  penicillto,  one  other  togredients;  one  immediate  con-  507  of  the  act,  if  they  comply  with  all 
or  more  of  the  other  active  togredients  tatoer  for  «ach  5,000  immediate  con-  the  following  conditions: 
specified  to  part^aph  (a)  of  this  sec-  tainers  in  the  batch,  but  to  no  case  less  (D  They  are  intended  solely  for  vet- 
tion,  after  the  name  “buffered  penicillin  than  5  immediate  containers.  ertoary  use  and  are  conspicuously  so 

powder,”  wherever  it  appears,  the  words  (b)  If  it  contains  only  penicillto  and  labeled. 

“with  - - (the  blank  being  filled  the  penicillto  has  not  been  previously  (2)  If  they  contain  added  vitamins  or 

to  with  the  common  or  usual  name  of  submitted;  one  immediate  container  for  minerals,  the  labels  bear  the  name  and 
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quantity  of  each  such  substance  and  a 
statement  that  such  substances  are  pres¬ 
ent  only  for  furnishing  additional  vita¬ 
mins  and  minerals  while  animals  are 
eating  less  feed. 

(3)  The  labels  bear  an  expiration  date 
that  is  not  more  than  36  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(4)  The  labels  bear  a  statement  that 
solutions  prepared  with  the  drugs  are 
stable  for  not  more  than  24  hours. 

(5)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotics 
are  intended  for  the  prevention  or  treat¬ 
ment  of  the  following  conditions,  and 
further,  bears-  directions  and  warnings 
adequate  for  such  use: 

(i)  Chronic  respiratory  disease  (air- 
sac  infection)  in  chickens. 

(ii)  Blue  comb  (mud  fever,  nonspe¬ 
cific  infectious  enteritis)  in  poultry. 

(iii)  Infectious  sinusitis  in  poultry. 

(iv)  As  an  aid  in  reducing  the  inci¬ 
dence  and  severity  of  bloat  in  cattle  on 
legume  pastures:  Provided,  That: 

(a)  The  drug  is  intended  to  be  ad¬ 
ministered  in  water  or  feed,  and  when 
used  as  directed  in  its  labeling  each 
animal  receives  not  less  than  75,000  units 
of  penicillin  per  day;  or 

(b)  The  drug  is  a  mixture  of  pro¬ 
caine  penicillin  and  sodium  chloride  that 
contains  not  less  than  793,000  units  of 
penicillin  per  poimd;  its  moisture  con¬ 
tent  is  not  more  than  0.1  percent  if 
granulated  salt  is  used  and  not  more 
than  0.25  percent  if  rock  salt  is  used; 
it  is  intended  for  administering  on  a  con¬ 
tinuous  “free  choice”  basis;  and  its  label¬ 
ing  bears  information  that  not  more 
than  2  days’  supply  of  the  drug  shall  be 
put  before  cattle  at  one  time,  after  which 
the  unused  portion  shall  be  discarded 
and  replaced  by  a  fresh  supply. 

§  146a.52  Procaine  penicillin  and  crys¬ 
talline  penicillin  in  oil. 

(a)  Procaine  penicillin  and  crystalline 
penicillin  in  oil  conforms  to  all  require¬ 
ments  prescribed  by  §  146a.45  for  pro¬ 
caine  penicillin  in  oil,  and  is  subject  to 
all  procedures  prescrib'^d  by  §  146a.45  for 
procaine  penicillin  in  oil,  except  that: 

(1)  It  contains  not  less  than  50,000 
units  of  crystalline  penicillin  for  each 
300,000  units  of  procaine  penicillin,  ex¬ 
cept  if  it  is  packaged  and  labeled  solely 
for  veterinary  use.  The  crystalline  peni¬ 
cillin  used  conforms  to  the  requirements 
prescribed  therefor  by  §  146a.24  (a) ,  ex¬ 
cept  if  the  batch  of  procaine  penicillin 
and  crystalline  penicillin  in  oil  is  in¬ 
tended  solely  for  udder  instillations  of 
cattle,  the  crystalline  peificillin  used  is 
exempt  from  the  requirements  of  para¬ 
graph  (a)  (2),  (3),  and  (4)  of  that 
section. 

(2)  [Reserved.] 

(3)  In  addition  to  complying  with 
the  requirements  of  §  146a.45  (d) ,  a  per¬ 
son  who  requests  certification  of  a  batch 
of  procaine  penicillin  and  crystalline 
penicillin  in  oil  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark  and  (unless  it  was  previously  sub¬ 
mitted)  the  results  and  the  date  of  the 
latest  tests  and  assays  of  the  crystalline 
penicillin  G  used  in  making  the  batch 


for  potency,  toxicity '  (unless  it  is  in¬ 
tended  for  udder  instillations  of  cattle) , 
moisture,  pH,  penicillin  K  content  (un¬ 
less  it  is  crystalline  penicillin  G) ,  crystal¬ 
linity,  heat  stability,  the  penicillin  G 
content  if  it  is  crystalline  penicillin  G, 
and,  unless  the  batch  of  procaine  peni¬ 
cillin  and  crystalline  penicillin  in  oil  is 
intended  solely  for  udder  instillations  of 
cattle,  sterility  and  pyrogens;  the  num¬ 
ber  of  units  of  procaine  penicillin  and 
the  number  of  units  of  crystalline  peni¬ 
cillin  in  each  milliliter  of  the  batch.  In 
addition  to  the  10  immediate  containers 
required  by  §  146a.45(d)  (3)  (i)  (b),  he 
shall  also  submit  in  connection  with  his 
request  a  sample  consisting  of  not  less 
than  6  packages  of  the  batch  of  pro¬ 
caine  penicillin  and  crystalline  penicillin 
in  oil  and  a  sample  of  the  crystaJline 
penicillin  used  in  making  the  batch,  con¬ 
sisting  of  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams,  and  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  300  milligrams. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  re^fuirements  of 
this  section  shall  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.00  for  each  60-milIlgram  pack¬ 
age  of  crystalline  penicillin  submitted 
in  accordance  with  paragraph  (a)  (3) 
of  this  section. 

(3)  $10.00  for  the  300-milligram  pack¬ 
ages  submitted  in  accordance  with  para¬ 
graph  (a)  (3)  of  this  section. 

§  146a.53  Capsules  penicillin  and  no¬ 
vobiocin. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Capsules  penicillin 
and  novobiocin  are  crystalline  penicillin 
G  sodium  or  potassium  and  crsrstalline 
monosodium  novobiocin,  with  or  without 
one  or  more  suitable  and  harmless  buf¬ 
fer  substances,  lubricants,  colorings,  and 
flavorings,  enclosed  in  a  suitable  and 
harmless  gelatin  capsule.  Each  cap¬ 
sule  contains  not  less  than  125,000  units 
of  penicillin  and  not  less  than  125  mil¬ 
ligrams  of  novobiocin.  The  moisture 
content  is  not  more  than  4.0  percent. 
The  crystalline  penicillin  G  used  con¬ 
forms  to  the  requirements  of  §  146a.24 
(a),  except  §  146a.24  (a)  (2)  and  (4). 
The  crystalline  monosodium  novobiocin 
used  is  produced  by  the  growth  of  Strep- 
tomyces  niveus,  has  a  potency  of  not  less 
than  750  micrograms  per  milligram,  is 
nontoxic,  has  a  moisture  content  of  not 
more  than  6.0  percent,  and  the  pH  in  a 
saturated  aqueous  solution  is  not  less 
than  6.5  and  not  more  than  8.5.  Each 
other  ingredient  used,  if  its  name  is  rec¬ 
ognized  in  the  U.  S.  P.  or  N.  P.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging;  labeling;  request  for 
certification,  samples;  fees.  Capsules 
penicillin  and  novobiocin  conform  to  all 
requirements  and  procedures  prescribed 
for  crystalline  penicillin  G  tablets  by 
§  146a.27  (b) ,  (c) ,  (d) ,  and  (e) ,  except 
with  respect  to  disintegration  time,  and 
except  that: 

(1)  The  expiration  date  shall  be  the 
date  that  is  18  months  after  the  month 


during  which  the  batch  was  certified,  ex-> 
cept  that  if  the  person  who  requests  cer¬ 
tification  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  that 
show  such  drug  as  prepared  by  him  is 
stable  for  24  months,  36  months,  or  48 
months,  such  date  may  be  used  for  such 
drug. 

(2)  In  addition  to  complying  with  the 
requirements  of  §  146a.27  (d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark  and  (un¬ 
less  they  were  previously  submitted)  the 
results  and*  the  date  of  the  latest  tests 
and  assays  of  the  novobiocin  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  moisture,  and  crystallinity.  He  shall 
also  submit  in  connection  with  his  re¬ 
quest  (unless  previously  submitted)  a 
sample  consisting  of  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams  of  the 
novobiocin  used  in  making  the  batch. 

(3)  The  fees  for  the  services  rendered 
in  accordance  with' the  requirements  of 
subparagraph  (2)  of  this  paragraph 
shall  be: 

(i)  $1.00  for  each  capsule  submitted  in 
accordance  with  the  requirements  of 
§  146a.27(d)  (3)  (i)  (a)  (1)  and  (3). 

(il)  $4.00  for  each  immediate  con¬ 
tainer  of  novobiocin  submitted. 

§  146a.  54  Penicillin-streptomycin  oint¬ 
ment  (penicillin-streptomycin  min¬ 
eral  oil  suspension) ;  penicillin-dihy¬ 
drostreptomycin  ointment  (penicil¬ 
lin-dihydrostreptomycin  mineral  oil 
suspension). 

(a)  Penicillin-streptomycin  ointment 
and  penlcillin-dihydrostreptomycin  oint¬ 
ment  conform  to  all  requirements 
prescribed  by  §  146a.26  for  penicillin 
ointment,  execpt  paragraph  (c)(1)  (ii) 
of  that  sectioix,  and  are  subject  to  all 
procedures  prescribed  by  §  146a.26  for 
penicillin  ointment,  except  that: 

(1)  It  contains  not  less  than  2,000 
units  of  one  or  more  kinds  of  penicillin 
salt  per  gram. 

(2)  It  contains  not  less  than  10  milli¬ 
grams  of  streptomycin  or  dihydrostrep¬ 
tomycin  per  gram,  unless  it  is  intended 
solely  for  veterinary  use  and  is  con¬ 
spicuously  so  labeled.  If  the  ointment 
is  intended  for  human  use,  the  strepto¬ 
mycin  or  dihydrostreptomycin  used  con¬ 
forms  to  the  standards  prescribed  by 
§  146b.l01  (a)  or  §  146b.l03  of  this  chap¬ 
ter,  except  the  standards  for  sterility, 
t03dcity,  psrrogens,  and  histamine.  If 
the  ointment  is  intended  solely  for  vet¬ 
erinary  use,  the  streptomycin  or  dihy¬ 
drostreptomycin  used  may  conform  to 
the  standards  prescribed  by  §  146b.ll4 
(a)  of  this  chapter. 

(3)  If  it  is  intended  solely  for  veter¬ 
inary  use  and  is  conspicuously  so  labeled, 
it  may  contain  cortisone  or  a  suitable 
derivative  of  cortisone,  a  suitable  and 
harmless  salt  of  cobalt,  one  or  more  sul¬ 
fonamides,  and  one  or  more  suitable  and 
harmless  preservatives;  if  it  is  packaged 
and  labeled  solely,f or*  udder  instillations 
of  cattle  it  may  contain  papain;  and  if 
it  is  packaged  and  labeled  solely  for  use 
as  an  aid  in  the  treatment  of  Vibrio  fetus 
in  carrier  bulls,  or  for  intrauterine  in¬ 
fusion  in  cows,  it  may  contain  20'  milli- 
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grams  at  diethylstilbestrol  per  dose  as 
recommaided  in  Its  labeling. 

<b)  If  it  Is  intended  scd^  for  reter- 
Inary  use  and  It  contains  diethyistilbes- 
trcd.  the  tabbing  of  ea(^  padcage  shall 
conform  to  the  requirements  of  1 1.106(c) 
of  thill  chapter  and  to  the  requirements 
of  i  146a.26(c)(l)(i). 

<c>  In  addition  to  complying  with  the 
requirements  of  §  146a.26  (d) .  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark  and  (un¬ 
less  it  was  previously  submitted)  the  re¬ 
sults  and  date  of  the  latest  tests  and 
assays  of  Uie  streptoi^cin  or  dihydro¬ 
streptomycin  used  in  making  the  batch 
for  potency,  moisture,  pH.  streptomycin 
omitent  if  it  is  dihydrcstr^tomycin.  and 
crystallinity  if  it  is  crystalline  dihydro- 
sti^tomycin  sulfate.  He  shall  also  sub¬ 
mit  in  connection  with  his  request  a 
sample  consisting  at  not  less  than  six 
packages,  or  if  it  contains  two  or  more 
kinds  of  penicillin  salt,  seven  packages, 
of  such  ointment  and  (unless  it  was 
previously  sulunitted)  a  sample  consist¬ 
ing  of  six  packages  containing  i4>proxi- 
mately  equal  portions  of  not  less  than 
0.5  gram  each  of  the  streptomycin  or 
dihydrostreptomycin  used  in  making  the 
batch,  packaged  in  accordance  with  the 
requirements  of  i  146b.l01  (b)  of  this 
chapter. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (c)  of  this 
section  shall  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  of  the  ointment. 

(2)  $406  'for  each  immediate  con¬ 
tainer  of  streptomycin  or  dihydrostrep¬ 
tomycin. 

S  144a.55  Penicillin-streptomycin  bou¬ 
gies  ;  penicinin-dihydrostrcptomycin 
bougies. 

(a)  Penieillin-streptmnycin  bougies 
and  p  e  n  i  c  1 1 1  i  n-dihydrostreptomycin 
bougies  confonn  to  all  requirements  pre¬ 
scribed  by  §  146a.40  for  penicillin  bou¬ 
gies,  except  paragraph  (c)  (1)  (iv)  of 
that  section,  and  are  subject  to  all  pro¬ 
cedures  prescribed  by  S  146a.40  for  peni¬ 
cillin  bougies,  except  that: 

(1 )  Each  bougie  contains  not  less  than 
25  milligrams  of  streptomycin  or  dihy- 
drostreptbmycin. 

(2)  In  lieu  of  the  directions  prescribed 
for  penicillin  bougies  by  S  146a.40  (c)  (1) 
(11) .  each  package  shall  bear  on  the  out¬ 
side  wrapper  or  container  and  the  im¬ 
mediate  container  the  number  of  units 
of  penicillin  and  the  niunber  of  milli¬ 
grams  of  streptomycin  or  dihydrostrep¬ 
tomycin  in  each  bougie. 

(3)  In  addition  to  complying  with  the 
requirements  of  S  146a.40  (d) .  a  person 
who  requests  certification  of  a  batch  of 
penicillin-streptomycin  bougies  or  peni¬ 
cillin-dihydrostreptomycin  bougies  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  results 
and  Uie  date  of  the  latest  tests  and  as¬ 
says  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch 
for  potexicy.  moisture,  pH,  and  its  strep¬ 


tomycin  content  if  it  is  dihydroetrepto- 
mycin;  t^  number  of  units  of  penicillin 
and  the  number  of  milligrams  of  str^ 
tomycin  or  dihydrostreptomycin  in  ea^ 
bougie  of  the  batch.  He  shall  also  sub¬ 
mit  in  connection  with  his  request  (un¬ 
less  it  was  previously  submitted)  a 
sample  consisting  of  six  packages  con- 
taiidng  approximately  equal  portions  of 
not  less  than  0.5  gram  each  of  the  strep¬ 
tomycin  or  dihydrostreptomycin  used  in 
making  the  batch,  packaged  in  accord¬ 
ance  with  the  requirements  of  §  146b.l01 
(b)  of  this  chapter. 

(b)  The  fees  for  the  services  rendered 
in  accordance  with  the  requirements  of 
paragraph  (a)  (3)  of  this  section  shall 
be: 

(1)  $1.00  for  each  bougie  submitted  in 
accordance  with '  the  requirements  of 
i  146a.40(d)  (3)  (i)  (a)  and  (c). 

(2)  $4.00  for  each  immediate  container 
of  streptomycin  or  dihydrostreptomycin. 

§  146a.56  Penicillin-bacitracin  ointmenL 

(a)  Penicillin  -  bacitracin  ointment 
conforms  to  all  requirements  prescribed 
by  S  146a.26  for  penicillin  ointm^it  and 
is  subject  to  all  procedures  prescribed  by 
§  146a.26  for  penicillin  ointment,  except 
that: 

(1)  It  contains  not  less  than.  2,000 
units  of  penicillin  per  gram ; 

(2)  It  contains  not  less  than  500  units 
of  bacitracin  per  gram;  the  bacitracin 
used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  14€e.401(a)  of  this 
cluster,  except  paragraph  (a)  (2),  (3), 
(4) .  and  (8)  of  that  section; 

(3)  [Reserved.] 

(4)  In  addition  to  complsdng  with  the 
requirements  of  §  146a.26(d)  a  person 
who  requests  certification  of  a  batch  of 
penidllin-bacitracin  ointment  shaU  sub¬ 
mit  with  his  request  a  statement  showing 
the  batch  mark  and  (upless  it  was  previ¬ 
ously  submitted)  the  results  and  date 
of  the  latest  tests  and  assays  of  the  baci¬ 
tracin  used  in  making  the  batch  for  po¬ 
tency.  moisture,  and  pH.  and  ash  con¬ 
tent.  He  shall  also  submit  in  connection 
with  his  request  a  sample  consisting  of 
not  less  than  six  packages  of  penicillin- 
bacitracin  ointment  and  (unless  it  was 
previously  submitted)  a  sample  consist¬ 
ing  of  six  packages  containing  approx¬ 
imately  equal  portions  of  not  less  than 
0.5  gram  each  of  the  bacitracin  used  in 
making  the  batch,  packaged  in  accord¬ 
ance  with  the  requirements  of  §  14€e.401 
(b)  of  this  chapter. 

(b)  The  fees  for  the  services  rendered 
In  accordance  with  the  requirements  of 
paragraph  (a)  (4)  of  this  section  shall 
be: 

(1)  $5.00  for  each  immediate  container 
of  ointment  submitted. 

(2)  $4.00  for  each  iinmedia;te  container 
of  bacitracin  submitted. 

§  146a.57  Procaine  penicillin  and 
streptomycin  in  oil;  procaine  penicil¬ 
lin  and  dihydrostreptomycin  in  oil. 

(a)  Procaine  penicillin  and  strepto¬ 
mycin  in  oil  and  procaine  penicillin  and 
dihydrostreptomycin  in  oil  conform  to 
all  requirements  and  to  all  procedures 
prescribed  in  §  146a.45  for  procaine  pen- 


icilUn  in  oil  for  odder  instillations  of 
cattle  IX  sub^taneous  injection  in  fowl, 
except  that: 

<1)  It  contains  not  less  than  2.0  milli¬ 
grams  of  streptomycin  or  dihydro- 
streptomycin  per  milliliter.  The  strepto¬ 
mycin  or  dihydrostreptomyein  used  con¬ 
forms  to  the  standards  prescribed  by 
8  146b.iei  (a)  or  §  146b.l03  of  thi3  chap¬ 
ter.  except  the  standards  for  sterility, 
pyrogens,  and  histamine,  or  by  5  146b.ll4 
(a)  of  this  chapter,  except  that  if  it  is 
intended  for  udder  instillations  at  cattle 
the  streptomycin  or  dihydrostreptomy- 
cin  used  conforms  to  the  standards  pre¬ 
scribed  by  8  146b.l01  (a)  or  §  146b.l06  of 
this  chapter,  except  the  standards  for 
sterility,  toxicity,  pjrrogens,  and  hista¬ 
mine,  or  by  8  146b.ll4  'a)  of  this  chap¬ 
ter,  except  the  standard  for  toxicity. 

(2)  It  may  contain  cortisone  or  a  suit¬ 
able  derivative  of  cortisone,  a  suitable 
and  harmless  salt  of  cobalt  and/or  one 
or  more  suitable  sulfonamides  and 
papain,  if  it  is  intended  solely  for  udder 
instillations  of  cattle,  each  of  which.  If 
its  name  is  recognized  in  the  U.  8.  P. 
or  N.  P.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  oom- 
pendium. 

(3)  In  addition  to  the  labeling  re¬ 
quirements  prescribed  for  procaine  peni¬ 
cillin  in  oil  by  §  146a.45(c),  each  pack¬ 
age  shall  bear  on  the  outside  wrapper  or 
cootaizier  and  the  immediate  container 
the  statement  *‘For  udder  instillations  of 
cattle  only”  or  the  statement  ”For  sub¬ 
cutaneous  injection  in  fowl  only”;  and 
if  it  is  a  multiple-dose  container,  the 
statement  “Shake  well.”  Each  parage 
shall  also  bear  on  its  label  and  labeling, 
if  it  contains  one  or  more  of  the  other 
active  ingredients  specified  in  subpara¬ 
graph  (2)  of  this  paragraph,  after  the 
name  “procaine  penicillin  and  strepto¬ 
mycin  in  oil”  or  “procaine  penicillin  and 
dihydrostreptomydn  in  ofl,”  wherever  it 

.  appears,  the  words  “with _ (the 

blank  being  filled  in  with  the  common  or 
usual  name  of  each  such  other  ingredi¬ 
ent)  ,”  in  juxtaposition  with  such  name. 

(4)  In  addition  to  complsdng  with  the 
requirements  of  §  146a.45  (d) ,  a  person 
who  requests  certification  of  a  batch  of 
procaine  penicillin  and  streptomycin  in 
oil  or  procaine  penicillin  and  dihydro¬ 
streptomycin  in  oil  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark  and  (unless  it  was  previously  sub¬ 
mitted)  the  results  and  the  date  of  the 
latest  tests  and  assays  of  the  strepto¬ 
mycin  or  dihydrostreptomyein  used  in 
making  the  batch  for  potency,  toxicity, 
(if  it  is  intended  for  subcutaneous  in¬ 
jection  in  fowl),  moisture,  pH,  strep¬ 
tomycin  content  if  it  is  dihydrostrep¬ 
tomycin,  an.d  crystallinity  if  it  is 
crystalline  dihydrostreptomyein;  the 
number  of  units  of  penicillin  and  the 
number  of  milligrams  of  streptomycin  or 
dihydrostreptomyein  in  each  milliliter  of 
the  batch  or  in  each  prescribed  dose. 
He  shall  also  submit  in  connection  with 
his  request  a  sample  consisting  of  not 
less  than  six  immediate  containers  of 
the  batch  and  (unless  it  was  previous¬ 
ly  submitted)  a  sample  consist^  of  six 
packages  containing  approximately 
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equal  portions  of  not  less  than  0.5  gram 
each  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch, 
packaged  in  accordance  with  the  re¬ 
quirements  of  S  146b.l01  (b)  of  this 
chapter. 

(b)  The  fees  for  the  services  rendered 
in  accordance  with  the  requirements  of 
paragraph  (a)  (4)  of  this  section  shall 
be: 

(1)  $5.00  for  each  immediate  container 
of  the  procaine  penicillin  and  strepto¬ 
mycin  or  dihydrostreptomycin  in  oil 
submitted. 

(2)  $4.00  for  each  immediate  container 
of  streptomycin  or  dihydrostreptomycin 
used  in  making  the  batch. 

§  146a. 58  Penicillin-streptomycin;  peni- 
cillin-dihydrostreptomycin  veterinary. 

(a)  Standards  of  identity,  strength, 
quality  and  purity.  Penicillin-strepto¬ 
mycin  and  penicillin-dihydrostreptomy¬ 
cin  veterinary  are  procaine  penicillin, 
crystalline  sodium  penicillin,  potassium 
penicillin,  Z-ephenamine  penicillin  G,  or 
diethylaminoethyl  ester  penicillin  G 
hydriodide  (If  intended  solely  for  vet¬ 
erinary  use  and  conspicuously  so  la¬ 
beled)  or  a  mixture  of  two  or  more  such 
salts  and  streptomycin  sulfate  or  dihy- 
drostrepcomycin  sulfate,  with  or  with¬ 
out  suitable  and  harmless  buffer  sub¬ 
stances  and  suspending  or  dispersing 
agents.  Each  drug  is  sterile,  nontoxic, 
and  nonpyrogenic.  Its  moisture  content 
is  not  more  than  3.5  percent,  except  if  it 
contains  procaine  penicillin  its  moisture 
content  is  not  more  than  4.2  percent. 
When  prepared  for  injection  as  directed 
in  its  labeling,  its  pH  is  not  less  than 
5.0  and  not  more  than  7.5.  The  penicil¬ 
lin  used  conforms  to  the  requirements  of 
§  146a.24(a),  §  146a.44(a),  §  146a.64(a), 
or  5  146a.74(a).  The  streptomycin  sul¬ 
fate  used  conforms  to  the  requirements 
prescribed  for  streptomycin  sulfate  by 
§  146b.l01(a)  of  this  chapter.  The  di¬ 
hydrostreptomycin  sulfate  used  conforms 
to  the  requirements  prescribed  for  dihy¬ 
drostreptomycin  sulfate  by  §  146b.l03 
of  this  chapter.  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.S.P.  or  NJ*.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium.  Penicillin-streptomycin  is 
also  the  drug  described  in  §  146a.84  of 
this  chapter  if  it  conforms  to  all  require¬ 
ments  of  that  section  and  of  §  141a.60  of 
this  chapter,  except  that  it  contains 
streptomycin  in  lieu  of  a  mixture  of 
streptomycin  and  dihydrostreptomycin. 

(b)  Packaging.  In  all  csises  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destrosring  such 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded.  In  case  it  is  packaged  for 
dispensing  it  shall  be  in  immediate  con¬ 
tainers  of  colorless  (unless  it  is  intended 
solely  for  veterinary  use),  transparent 


glass,  closed  by  a  substance  through 
which  a  hypodermic  needle  may  be  intro¬ 
duced  and  withdrawn  without  removing 
the  closure  or  destroying  its  effectiveness. 
Unless  it  is  intended  solely  for  veterinary 
use  and  is  conspicuously  so  labeled  or  it 
is  a  single-dose  container  that  contains 
not  less  than  300,000  units,  each  such 
container  shall  contain  300,000  units, 
600,000  units,  900,000  units,  1,500,000 
units,  or  3,000,000  units  of  procaine 
penicillin,  crystalline  sodium  penicillin, 
potassium  penicillin,  or  Z-ephenamine 
penicillin  G  and  not  less  than  0.25  gram 
of  streptomycin  for  each  300,000  units  of 
penicillin,  except  that  if  it  is  a  mixture 
of  two  salts  of  penicillin  it  shall  contain 
not  less  than  100,000  units  of  crystalline 
sodium  penicillin  or  potassium  penicillin 
for  each  300,000  units  of  procaine  peni¬ 
cillin.  Each  such  container  may  be 
packaged  in  combination  with  a  con¬ 
tainer  of  a  solvent  consisting  of  water 
for  injection  U.SP.,  dextrose  injection 
U.SP.,  or  sodium  chloride  injection 
U.SP. 

(c)  Labeling — (1) .  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  S  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  48  months  after  the  month  in 
which  the  batch  was  certified,  except 
that  the  blank  may  be  filled  in  with  the 
date  that  is  60  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who'  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section,  and  ex¬ 
cept  that  in  no  case  shall  the  blank  be 
filled  in  with  the  date  that  is  more  than 
24  months  after  the  month  in  which 
the  batch  was  certified  if  it  contains 
diethylaminoethyl  ester  penicillin  G 
hydriodide. 

(2)  It  contains  diethylaminoethyl 
penicillin  G  hydriodide  or  dihydro- 
streptomycin.  The  outside  wrapper  or 
container  and  the  immediate  container 
shall  bear  the  statement  “For  veterinary 
use  only.” 

(3)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
the  requirements  prescribed  by  sub- 
paragraphs  (1)  and  (2)  of  this  para¬ 
graph,  except  that  in  lieu  of  the  state¬ 
ment  “Caution:  Federal  law  prohibits 
dispensing  without  prescription”  each 
package  shall  include  information  con¬ 
taining  directions  and  warnings  ade¬ 
quate  for  the  veterinary  use  of  the  drug 
by  the  laity. 

(4)  It  is  packaged  solely  for  manu¬ 
facturing  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer  the  following : 


(i)  The  number  of  units  of  each  salt  of 
penicillin  in  each  gram. 

(ii)  The  number  of  milligrams  of 
streptomycin  or  dlhydrostreptomycin  in 
each  gram. 

(iii)  The  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription.” 

(iv)  The  statement  “For  manufactur¬ 
ing  use,”  “For  repacking,”  or  “For  manu¬ 
facturing  use  or  repacking.” 

(V)  The  information  required  by  sub- 
paragraph  (1)  (i)  of  this  paragraph. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this*  chapter, 
a  person  who  requests  certification  of  a 
batch  of  penicillin  and  streptomycin  or 
penicillin  and  dihydrostreptomycin  vet¬ 
erinary  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such  ^ 
batch,  the  number  of  units  of  each  salt  of ' 
penicillin,  and  the  number  of  grams  of 
streptomycin  or  dihydrostreptomycin  in 
each  package,  the  batch  marks,  and 
(unless  they  were  previously  submitted) 
the  dates  on  which  the  latest  assays  of 
the  penicillin  and  streptomycin  or  dihy¬ 
drostreptomycin  used  in  making  such 
batch  were  completed,  the  date  on  which 
the  latest  assay  of  the  (hnig  comprising 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch  and  a  statement  that  each  such 
Ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section.  If 
such  batch,  or  any  part  thereof,  is  to  be 
packaged  with  a  solvent,  such  request 
shall  also  be  accompanied  by  a  state¬ 
ment  that  such  solvent  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  *in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency,  sterility, 
toxicity,  P3n*ogens,  moisture.  pH. 

(il)  The  procaine  penicillin  used,  in 
making  the  batch;  potency,  crystallinity, 
penicillin  K  content  (unless  it  is  pro¬ 
caine  penicillin  G) ,  and  the  penicillin  G 
content  if  it  is  procaine  penicillin  G. 

(iii)  The  crystalline  sodium  or  potas¬ 
sium  penicillin  used  in  making  the 
batch;  potency,  crystallinity,  heat  sta¬ 
bility,  penicillin  K  content  unless  it  is 
crystalline  penicillin  Q),  and  the  peni¬ 
cillin  G  content  if  it  is  crystalline  peni¬ 
cillin  G. 

(iv)  The  Z-ephenamine  penicillin  G 
used  in  making  the  batch;  potency, 
crystallinity,  heat  stability,  penicillin  G 
content,  and  specific  rotation. 

(V)  The  diethylaminoethyl  ester  peni¬ 
cillin  G  hydriodide  used  In  making  the 
batch;  potency,  crystallinity,  and  peni¬ 
cillin  G  content 

(vi)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
potency,  histamine  content,  streptomy¬ 
cin  content  if  it  is  dihydrostreptomycin, 
and  crystallinity  if  it  is  crystalline  dihy¬ 
drostreptomycin. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
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(1)  $4.00  for  each  immediate  con-  (d)  Request  for  certification;  samples. 

tainer  in  the  samples  submitted  in  ac-  (1)  In  addition  to  complying  with  the 
oordance  with  paragraph  (d)  (3)  (ii).  requirements  of  S  146.2  of  this  chapter,  a 
(iii),  (iv).  (V),  (Vi),  and  (vii)  of  this  person  who  requests  certification  of  a 
section;  $5.00  for  each  immediate  con-  batch  of  penicillin  tooth  powder  shall 
tainer  submitted  in  accordance  with  submit  with  his  request  a  statement 
paragraph  (d)  (3)  (i)  (a)  and  (4)  (i)  showing  the  batch  mark,  the  number  of 
of  this  section;  $10.00  for  all  immediate  packages  of  each  size  in  such  batch, 
containers  submitted  in  accordance  with  the  batch  mark  and  (unless  it  was  previ- 
paragraph  (d)  (3)  (i)  (b)  and  (d)  (4)  ously  submitted)  the  date  on  which  the 
(ii)  of  this  section.  latest  assay  of  the  penicillin  used  in 

(2)  If  the  Commissioner  considers  making  such  batch  was  completed,  the 

that  investigations  other  than  examina-  quantity  of  each  ingredient  used  in  mak- 
tion  of  such  immediate  containers  are  ing  the  batch,  the  date  on  which  the  lat- 
necessary  to  determine  whether  or  not  est  assay  of  the  drug  comprising  such 
such  batch  complies  with  the  require-  batch  was  completed,  and  a  statement 
ments  of  §  146.3  of  this  chapter  for  the  that  each  ingredient  used  in  making  the 
issuance  of  a  certificate,  the  cost  of  such  batch  conforms  to  the  requirements  pre¬ 
investigations.  scribed  therefor  by  this  section. 

The  fee  prescribed  by  subparagraph  (1)  Except  as  otherwise  provided  in 

of  this  paragraph  shall  accompany  the  subparagraph  (4)  of  this  paragraph, 
request  for  certification  unless  such  fee  shall  submit  to  ronneotlon 

Is  covered  by  an  advance  deposit  main*  ^*Sh  his  ^u^t  resulte  of  tests  and  as* 
talned  In  accordance  with  5  146.8  <d)  of  listed  after  each  of  the  foUowlng, 

this  chapter  made  by  him  on  an  accurately  repre- 

'  sentative  sample  of: 

§  146a.59  Penicillin  ^ih  powder  (tooth  (i)  The  batch;  potency  and  moisture, 

powder  with  penicillin).  qj)  rpjjg  penicillin  used  in  making  the 

(a)  Standards  of  identity,  strength,  batch;  potency,  toxicity,  moisture,  pH, 
quality,  and  purity.  Penicillin  tooth'  crystallinity,  heat  stability,  and  the  pen- 
powder  is  a  mixture  of  crystalline  peni-  icillin  G  content  if  it  is  crystalline  sodium 
cillin  and  one  or  more  suitable  cleansing  or  potassium  penicillin  G. 

and  polishing  substances,  with  or  with-  (3)  Except  as  otherwise  provided  by 
out  suitable  and  harmless  diluents,  col-  subparagraph  (4)  of  this  paragraph, 
orings,  and  flavorings.  Its  potency  is  such  person  shall  submit  with  his  re- 
500  units  per  gram.  Its  moisture  content  quest,  in  the  quantities  hereinafter  indi- 
is  not  more  than  2.0  percent.  The  crys-  cated,  accurately  representative  samples 
talline  penicillin  used  conforms  to  the  of  the  following: 

requirements  of  §  146a.24(a)  for  crys-  (i)  The  batch;  one  immediate  con- 
talline  penicillin,  except  the  limitation  tainer  for  each  5,000  immediate  con- 
on  penicillin  K  content  and  except  sub-  tainers  in  the  batch,  but  in  no  case  less 
paragraphs  (2)  and  (4)  of  that  para-  than  5  immediate  containers  collected 
graph.  Each  other  substance  used,  if  by  taking  single  immediate  containers 
its  name  is  recognized  in  the  U.SP.  or  at  such  intervals  throughout  the  entire 
N.F.,  conforms  to  the  standards  pre-  time  of  packaging  the  batch  that  the 
scribed  therefor  by  such  official  compen-  quantities  packaged  during  the  intervals 
dium.  are  approximately  equal 

(b)  Packaging.  In  all  cases  the  im-  (ii)  The  penicillin  used  in  inn.king  the 
mediate  container  shall  be  a  tight  con-  batch;  10  packages,  each  containing  ap- 
tcdner  as  defined  by  the  UH.P.  and  shall  proximately  equal  portions  of  not  less 
be  of  such  composition  as  will  not  cause  than  60  milligrams,  packaged  in  accord- 
any  change  in  the  strength,  quality,  or  ance  with  the  requirements  of  §  146a.24 
purity  of  the  contents  beyond  any  limit  (b) . 

therefor  in  applicable  standards,  except  (ifi)  in  case  of  an  initial  request  for 
that  minor  changes  so  caused  which  are  certification,  each  other  substance  used 
normal  and  unavoidable  in  good  pack-  in  making  the  batch;  one  package  of 
aging,  storage,  and  distribution  practice  each  containing  approximately  5  grams, 
shall  be  disregarded.  Each  such  con-  (4)  No  result  referred  to  in  subpara- 
tainer  shall  contain  not  more  than  3  graph  (2)  (ii)  of  this  paragraph,  and 
ounces.  no  sample  referred  to  in  subparagraph 

(c)  Labeling.  In  addition  to  the  label-  (3)  (ii)  of  this  paragraph,  is  required  if 
ing  requirements  prescribed  by  §  1.106(b)  such  result  or  sample  has  been  previously 
of  this  chapter  (regulations  issued  under  submitted. 

section  502(f)  of  the  act),  each  package  (e)  Fees.  The  fee  for  the  services 
shall  bear  on  the  outside  wrapper  or  con-  rendered  with  respect  to  each  batch  of 
tainer  and  the  immediate  container  the  penicillin  tooth  powder  under  the  regu- 

statement  “Expiration  date - ,”  lations  in  this  part  shall  be: 

the  blank  being  filled  in  with  the  date  d)  $4.00  for  each  immediate  con- 

that  is  12  months  after  the  month  during  tainer  in  the  sample  submitted  in  ac- 
which  the  batch  was  certified,  except  cordance  with  paragraph  (d)(3)  (i), 
that  the  blank  may  be  filled  in  with  the  (ij)  ^nd  (iii)  of  this  section;  and 
date  that  18  months  after  the  monte  ,2)  If  the  Commissioner  considers 

d^ng  which  the  batch  was  certified  if  ^  investigations,  other  than  examl- 

tee  person  who  requests  certification  has  7: 

submitted  td  the  Commissioner  results  Of  immediate  conteiners. 

tests  and  assays  showing  that  after  hav-  necessary  to  determine  whether  or 

Ing  been  stored  for  such  period  of  time  such  batch  complies  with  tiie  re- 


auch  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  connection 
with  his  request  in  the  quantities  here¬ 
inafter  indicated  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5.000  im¬ 
mediate  containers  in  such  batch,  but 
in  130  case  less  than  12  immediate  con¬ 
tainers. 

(b)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are 
approximately  equal. 

(ii)  The  procaine  penicillin  used  in 
making  the  batch;  3  packages  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram  each  packaged  in  ac¬ 
cordance  with  the  requirements  of 
8  146a.44  (b) . 

(iii)  The  crystalline  penicillin  used  in 
making  the  batch;  3  packages  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  250  milligrams  each  packaged 
in  accordance  with  the  requirements  of 
8  146a.24  (b). 

(iv)  The  I-ephenamine  penicillin  G 
used  in  making  the  batch;  3  packages 
containing  approximately  equal  portions 
of  not  less  than  0.5  gram  each  packaged 
in  accordance  with  the  requirements  of 
8  146a.64  (b). 

(V)  The  diethylamlnoethyl  ester  peni¬ 
cillin  G  hydriodide  used  in  making  the 
batch;  3  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than  0.5 
gram  each,  packaged  in  accordance  with 
8  146a.74(b). 

(vi)  The  streptom3rcin  or  dihydro¬ 
streptomycin  lised  in  making  the  batch; 
6  packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each,  packaged  in  accordance  with  the 
requirements  of  8  146b.I01  (b)  of  this 
chapter. 

(vii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing.  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  12 
approximately  equal  portions  of  at  least 
2  grams. 

(ii)  For  sterility  testing;  10  approxi¬ 
mately  equal  portions  of  at  least  0.5 
gram. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch,  and  each 
itiiall  be  packaged  in  a  sepsurate  container 
and  in  accordance  with  the  requirements 
of  paragraph  (b)  of  this  section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii),  (iii),  Uv),  (v),  and  (vi) 
of  this  paragraph  and  no  samples  re¬ 
ferred  to  in  subparagraph  (3)  (ii).  (iii). 
(iv) .  (vi) ,  and  (vii)  of  this  paragraph  are 
required  if  such  result  or  sample  has 
been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 
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The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deiwsit  main¬ 
tained  in  accordance  with  S  146.8(d) 
of  this  chapter. 

§  146a.60  Penicillin-bacitracin  troches; 
penicillin-zinc  bacitracin  troches. 

(a)  Penicillin-bacitracin  troches  and 
penicillin-zinc  bacitracin  troches  con¬ 
form  to  all  the  requirements  prescribed 
by  §  146a.30  for  penicillin  troches,  and 
are  subject  to  all  procedures  prescribed 
by  §  146a.30  for  penicillin  troches,  except 
paragraph  (f )  of  that  section,  and  except 
that: 

(1)  Each  troche  shall  contain  not  less 
than  50  units  of  bacitracin  or  zinc 
bacitracin.  The  bacitracin  used  con¬ 
forms  to  the  standards  prescribed  by 
§  146e.401  (a)  of  this  chapter,  except 
§146e.401  (a)  (2).  (4).  and  (8).  The 
zinc  bacitracin  used  conforms  to  the 
standards  prescribed  by  §  146e.418  (a) 
of  this  chapter. 

(2)  [Reserved.] 

(3)  In  addition  to  complying  with  the 
requirements  of  §  146a.30  (d).  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark  and  (un¬ 
less  it  was  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  bacitracin  or  zinc 
bacitracin  used  in  making  the  batch  for 
potency,  toxicity,  moisture,  pH,  ash  con¬ 
tent,  if  it  is  bacitracin,  and  zinc  content, 
if  it  is  zinc  bacitracin.  He  shall  also 
submit  in  connection  with,  his  request 
(unless  it  was  previously  submitted)  a 
sample  consisting  of  6  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  500  milligrams  of  the 
bacitracin  (or  not  less  than  1.0  gram  of 
the  zinc  bacitracin)  used  in  making  the 
batch,  packaged  in  accordance  with 
the  requirements  of  §  146e.401  (b)  or 
i  146e.418  (b)  of  this  chapter. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  paragraph  (a)  (3)  of 
this  section  shall  be : 

(1)  $1.00  for  each  troche  submitted 
in  accordance  with  the  requirements  of 
5 146a.30  (d)  (3)  (i)  (a)  and  (c). 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  bacitracin  or  zinc  bacitracin 
submitted. 

§  146a.61  Potassium  penicillin  V  (po¬ 
tassium  penicillin  V  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Potassium  penicil¬ 
lin  V  is  the  crystalline  potassium  salt  of 
penicillin  V.  It  contains  not  less  than 
than  90  percent  by  weight  of  the  potas¬ 
sium  salt  of  penicillin  V.  It  is  so  puri¬ 
fied  and  dried  that: 

(1)  Its  potency  is  not  less  than  1,380 
units  per  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  1.5  percent. 

(4)  Its  pH  in  a  solution  containing  30 
milligrams  per  milliliter  is  not  less  than 
4.0  and  not  more  than  7.5. 

(b)  Packaging;  labeling;  request  for 
certification,  samples;  fees.  Proceed  as 
directed  in  i  146a.l03  (b),  (c).  (d), 
and  (e) . 
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§  146a.62  Penicillin-neomycin  ointment. 

Penicillin-neomycin  ointment  con¬ 
forms  to  all  requirements  and  is  subject 
to  all  procedures  prescribed  by  S  146a.26 
for  penicillin  ointment,  except  that: 

(a)  It  contains  neomycin,  and  it  may 
contain  more  than  one  salt  of  penicillin. 
The  neomycin  used  conforms  to  the 
standards  prescribed  by  S  146e.410  (a) 
(2)  of  this  chapter,  except  the  standard 
for  toxicity. 

(b)  It  may  contain  cortisone  or  a 
suitable  derivative  of  cortisone. 

(c)  In  addition  to  the  labeling  pre¬ 
scribed  by  §  146a.26(c) ,  each  package 
shall  bear  on  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 
statement  “For  udder  instillation  of  cat¬ 
tle  only.”  If  it  contains  cortisone  or  a 
derivative  of  cortisone,  each  package 
shall  bear  on  its  label  and  labeling,  after 
the  name  “penicillin-neomycin  oint¬ 
ment,”  wherever  it  appears,  the  words 

“with _ ,”  the  blank  being  filled 

in  with  the  common  or  usual  name  of 
such  other  ingredient,  in  juxtaposition 
with  such  name. 

(d)  In  addition  to  complying  with  the 
requirements  of  i  146a.26  (d) .  a  person 
who  requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and  as- 
s&ye  of  the  neomycin  used  in  making  the 
batch  for  potency,  moisture,  and  pH; 
and  the  number  of  units  of  each  kind 
of  penicillin  salt  and  the  number  of  mil¬ 
ligrams  of  neomycin  in  each  gram  of  the 
batch.  He  shall  also  submit  in  connec¬ 
tion  with  his  request  a  sample  consisting 
of  not  less  than  6  immediate  containers 
of  the  batch  and  (unless  it  was  previously 
submitted)  a  sample  cbnsisting  of  5 
packages  containing  approximately  equal 
portions  of  not  less  than  0.5  gram  each  of 
the  neomycin  used  in  making  the  batch. 

(e)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (d)  of  this 
section  shall  be: 

(1)  $5.00  fmr  each  immediate  con¬ 
tainer  of  ointment. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  neomycin  used  in  making 
the  batch. 

§  146a.63  Crystalline  penicillin  and 
bacitracin. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Crystalline  penicil- 
.lin  and  bacitracin  is  composed  of  cnrs- 
talline  sodium  penicillin  or  potassium 
penicillin  and  bacitracin  with  or  with¬ 
out  suitable  and  harmless  buffer  sub¬ 
stances  and  dispersing  agents.  It  is  so 
purified  and  dried  that : 

(1)  It  is  sterile; 

(2)  It  is  nontoxic; 

(3)  It  is  nonpsrrogenlc; 

(4)  Its  moisture  content  is  not  more 
than  5.0  percent; 

(5)  The  pH  of  an  aqueous  solution 
prepared  as  directed  in  its  labeling  is  not 
less  than  5.0  and  not  more  than  7.5. 

The  crystalline  penicillin  lused  conforms 
to  the  standard  prescribed  by  I  146a.24 
(a).  The  bacitracin  used  conforms  to 
the  requirements  prescribed  by  §  146e.401 


(a)  of  this  chapter.  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  U.  S.  P.  or  N.  F.,  conforms  to  the 
stand€trds  prescribed  therefor  by  such 
official  ccanpendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  tiie  U.  8.  P..  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destro3dng  the 
seal,  and  shall  be  of  such  compc^tion  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents 
be3rond  any  limit  therefor  in  applicable 
standards,  except  that  minor  changes 
so  caused  which  are  normal  and. un¬ 
avoidable  in  good  packaging,  storage, 
and  distribution  practices  shall  be  dis¬ 
regarded.  In  case  it  is  packaged  for 
dispensing,  it  shall  be  in  immediate  con¬ 
tainers  of  colorless  transparent  glass, 
closed  by  a  substance  through  which  a 
h3rpodermic  needle  may  be  introduced 
and  withdrawn  without  removing  the 
closure  or  destrosring  its  effectiveness; 
each  such  container  shall  contain 
1,500,000  units  of  crystalline  penicillin 
and  60,000  units  of  bacitracin  and  each 
may  be  packaged  in  combination  with  a 
container  of  the  solvent,  water  for  in¬ 
jection  U.  8.  P.,  physiological  salt  solu¬ 
tion  U.  8.  P..  or  with  an  aqueous  solu¬ 
tion  of  a  suitable  local  anesthetic. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  i  equire- 
ments  prescribed  by  §  1.106(b)  of  this 
chapter  (regulations  issued  under  section 
502(f)  of  the  act),  each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following; 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  18  months  after  the  month  during 
which  the  batch  was  certified. 

(ii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  the 
conditions  under  which  such  solutions 
should  be  stored,  including  a  reference  to 
their  instability  when  stored  under  other 
conditions,  and  the  statement  “8terile 
solution  may  be  kept  in  refrigerator  for 
3  days  without  significant  loss  of 
potency.” 

(2)  It  is  packaged  solely  for  manufac¬ 
turing  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer,  the  following: 

(1)  The  number  of  units  of  crystalline 
penicillin  per  milligram  and  the  number 
of  grams  in  the  immediate  container. 

.  (il)  The  number  of  units  of  bacitracin 
per  milligram  and  the  number  of  grams 
in  the  immediate  container. 

(iii)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(iv)  The  statement  “For  manufactur¬ 
ing  use,”  “For  repacking,”  or  “For  manu¬ 
facturing  use  or  repacking.” 

(v)  The  information  required  by  sub- 
paragraph  (1)  of  this  paragraph. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  m  addition  to  complsdng  with 
the  requirements  of  <  146JI  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  of  cnrstal^e  penicillin  and 
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bacitracin  shall  sulxnit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  packages  in  such  batch,  the 
number  of  units  of  penicillin  and  the 
number  of  units  of  bacitracin  in  each 
package,  the  batch  marks,  and  (unless 
they  were  previously  submitted)  the 
dates  on  which  the  latest  assays  of  the 
penicillin  and  bacitracin  used  in  making 
such  batch  were  completed,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch  and  a  statement  that  each 
such  ingredient  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  section. 
If  such  batch,,  or  any  part  thereof,  is  to 
be  packaged  with.a  solvent,  such  request 
shall  also  be  accompanied  by  a  state¬ 
ment  that  such  solvent  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency,  sterility,  tox¬ 
icity.  p3n*ogens.  moisture.  pH. 

(ii)  The  crystalline  penicillin  used  in 
making  the  batch;  potency,  cnrstallinity, 
heat  stability,  penicillin  K  content  (im- 
less  it  is  crystalline  penicillin  Q).  and 
the  penicillin  Q  content  if  it  is  crystalline 
penicillin  O. 

(iii)  The  bacitracin  used  in  making 
the  batch;  potency,  toxicity,  ash  content, 
and  heavy  metals  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  connection 
with  his  request  in  the  quantities  here¬ 
inafter  indicated  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediat3  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate  con¬ 
tainers. 

(b)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  crystalline  penicillin  used  in 
making  the  batch;  3  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  250  milligrams,  packaged 
in  accordance  with  the  requirements  of 
§  146a.24(b). 

(iii)  The  bacitracin  used  in  making 
the  batch*  4  packages,  each  containing 
approximately  0.5  gram  packaged  in 
accordance  with  the  requirements  of 
§  146e.401(b)  of  Uiis  chapter. 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  1  package  of  each 
containing  approximately  5  grams. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 


(1)  For  all  tests  except  sterility;  10 
approximately  equal  portions  of  at  least 
2  grams  each. 

(ii)  For  sterility  testing;  10  approxi¬ 
mately  equal  portions  of  at  least  0.5 
gram  each. 

Each  such  portion  shall  be  taken  from 
different  parts  of  such  batch,  and  each 
shall  be  packaged  in  a  separate  con¬ 
tainer  and  in  accordance  with  the  re¬ 
quirements  of  paragraph  (b)  of  this 
section. 

(5)  No  resiilt  referred  to  in  subpara-' 
graph  (2)  (ii)  and  (iii)  of  this  para¬ 
graph.  and  no  sample  referred  to  in 
subparagraph  (3)  (ii)  and  (iii)  of  this 
paragraph,  is  required  if  such  result  or 
sample  has  been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
imder  the  regulations  in 'this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii),  (iii),  and  (iv) 
of  this  section;  $5.00  for  each  immediate 
container  submitted  in  ^cordance  with 
paragraph  (d)  (3)  (i)  (a)  and  (4)  (i) 
nf  this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragrcqih 
(d)  (3)  (i)  (b)  of  this  section;  $10.00 
for  all  containers  submitted  in  accord¬ 
ance  with  paragraph  (d)  (4)  (ii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  Chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  '(1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146a.64  l-Ephenamine  penicillin  G 
(penicillin  G  J-ephenamine  salt). 

(a)  Standards  of  identity,  strength, 
quality  and  purity.  Z-Ephenamine  peni¬ 
cillin  G  is  the  heat  stable  crystalline 
levo-N -methyl- 1 ,  2-diphenyl-2-hydroxy- 
ethylamine  salt  of  penicillin  G,  prepared 
from  crystalline  penicillin  G  and  crys¬ 
talline  dl  -  N  -  methyl-1,  2-diphenyl-2- 
hyrtroxyetbylamine  hydrochloride  (98 
percent  purity  and  a  melting  point  of 
268.5”  C.  ±2.5*  C.).  It  contains  not  less 
than  85  percent  by  weight  of  the  Zevo- 
N-methyl-1, 2-diphenyl-2-hydroxyethyl- 
amine  salt  of  penicillin'G.  It  is  so  puri¬ 
fied  and  dried  that: 

(1)  Its  potency  is  not  less  than  900 
units  per  milligram; 

(2)  It  is  sterile; 

(3)  Itisnonpsnrogenic; 

(4)  It  is  nontoxic; 

(5)  Its  moisture  content  is  not  more* 
than  1.5  percent; 

(6)  Its  pH  in  a  saturated  aqueous  solu¬ 
tion  is  not  less  than  5  ahd  not  more  than 
7.5;  and 

(7)  Its  specific  rotation  in  water-ace- 
tone  (l-hl)  at  20“  C.  Is  +125“  ±5*. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  Ught  con¬ 
tainer  as  defined  by  the  U.  8.  P.,  shall  be 


sterile  at  the  time  of  filling  and  closing, 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destroying  the  seal, 
and  shall  be  of  such  composition  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container  as  herein¬ 
after  indicated,  the  following: 

(1)  The  batch  mark; 

(2)  The  weight  of  the  drug  and  the 
number  of  units  in  the  immediate  con¬ 
tainer; 

(3)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  the  date  which  is  48  months  after 
the  month  during  which  the  batch  was 
certified; 

(4)  The  statement  “For  manufactur¬ 
ing  use  only”; 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  the  batch,  the 
weight  of  the  drug  and  the  number  of 
units  in  each  package,  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed.  Such  request 
shall  be  accompanied  or  followed  by  the 
results  of  tests  and  assays  made  by  him 
for  potency,  sterility,  toxicity,  P3n:ogens, 
moisture,  pH,  crystallinity,  heat  stability, 
the  penicillin  G  content,  and  specific 
rotation. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  approx¬ 
imately  300  milligrams  taken  from  a  dif¬ 
ferent  part  of  such  batch,  and  each  shall 
be  packaged  in  accordance  with  the  re¬ 
quirements  of  paragraph  (b)  of  this 
section. 

(3)  In  connection  with  contemplated 
*  requests  for  certification  of  batches  of 

another  drug  in  the  manufacture  of 
which  it  is  to  be  used,  the  manufacturer 
of  a  batch  which  is  to  be  so  used  may 
request  the  Commissioner  to  make  check 
tests  and  assays  on  a  sample  of  such 
batch  taken  as  prescribed  by  subpara¬ 
graph  (2)  of  this  paragraph.  'From  the 
information  required  by  subparagraph 
(1)  of  this  paragraph  may  be  omitted  re¬ 
sults  of  tests  and  assays  not  required  for 
the  batch  when  used  in  such  other  drugs. 
The  Commissioner  shall  report  to  such 
manufacturer  results  of  such  check  tests 
and  assays  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 
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(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  d)  (2)  (i)  and 
(3)  of  this  section;  $10.00  for  all  con¬ 
tainers  submitted  in  accordance  with 
paragraph  (d)  (2)  (ii)  of  this  section; 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  exam¬ 
ination  of  such  immediate  containers 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  S  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146a.  65  l-Ephcnamine  penicillin  G  in 
oil. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  1-Ephenamine  pen¬ 
icillin  G  in  oil  is  a  suspension  of  I-ephcn- 
amine  penicillin  G  in  refined  peanut  oil 
or  sesame  oil  with  or  without  the  addi¬ 
tion  of  one  or  more  suitable  and  harm¬ 
less  dispersing  agents.  Its  potency  is 
300.000  units  per  milliliter  unless  it  is 
packaged  and  labeled  solely  for  veteri¬ 
nary  use.  It  is  sterile.  Its  moisture  con¬ 
tent  is  not  more  than  1  percent.  The 
Z-ephenamine  penicillin  G  used  con¬ 
forms  to  the  requirements  of  S  146a.64 
(a).  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.  S.  P.  or 
N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  The  immediate  con¬ 
tainer  shall  be  of  colorless  transparent 
glass  (unless  it  is  packaged  to  contain  a 
single  dose),  so  closed  as  to  be  a  tight 
container  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  and  shall  be  so  sealed  that  the  con¬ 
tents  cannot  be  used  without  destroying 
such  seal.  The  immediate  container 
shall  be  of  such  composition  as  wUl  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
which  are  normal  and  unavoidable  in 
good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded.  If  it 
‘is  packaged  for  dispensing,  each  such 
container  shall  contain  not  less  than  1.0 
milliliter  and  not  more  than  20  milli¬ 
liters  and  each  shaU  be  filled  with  a  vol¬ 
ume  in  excess  of  that  designated,  which 
excess  shall  be  sufficient  to  permit  the 
withdrawal  and  the  administration  of 
the  volume  indicated,  whether  admin¬ 
istered  in  single  or  multiple  doses. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  psu^kage 
shall  bear  on  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  18  months  after  the  month  during 
which  the  batch  was  certified. 


(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification:  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  Z-epheh- 
amine  penicillin  G  used  in  making  such 
batch  was  completed,  the  number  of 
units  in  each  of  such  packages,  the 
quantity  of  each  ingredient  used  in 
making  the  batch,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  that  each  in¬ 
gredient  used  in  making  such  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph  such 
person  shall  submit  in  connection  with 
his  request  results  of  tests  and  essays  of 
the  following,  made  by  him  on  an  accu¬ 
rately  representative  sample  of: 

(i)  The  batch;  potency,  sterility,  and 
moisture. 

(ii)  The  Z-ephenstmlne  penicillin  G 
used  in  maki^  the  batch;  potency, 
sterility,  pjrrogens,  toxicity,  moisture,  pH, 
crystallinity,  heat  stability,  penicillin  Q 
content,  and  specific  rotation. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
Indicated,  accurately  representative 
samples  of  the  foUowing: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  5  pack¬ 
ages. 

(b)  For  sterility  testing;  10  packages. 

Such  samples  shall  be  collected  by  taking 
single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  Z-ephenamine  penicillin  G 
used  in  making  the  batch: 

(a)  For  all  tests  except  sterility;  10 
packages,  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
300  milligrams. 

(b)  For  sterility  testing;  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  300  milligrams. 

Each  such  portion  shall  be  packaged  in 
accordance  with  the  requirements  of 
§  146a.64  (b). 

(ill)  In  case  of  an  initial  request  for 
certification,  one  package  containing  ap¬ 
proximately  150  grams  of  the  peanut  oil 
or  sesame  oil  used  and  one  package  con¬ 
taining  approximately  5  grams  of  each 
dispersing  agent  used. 


(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (11)  of  this  paragraph,  and  no 
sample  referred  to  In  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  b^n  in^viously  siffi- 
mltted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  ;with  rrapect  to  each  batch  tmder 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a),  (il>  (a),  and  (ill) 
of  this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (3)  (1)  (b)  of  this  section;  $10.00  for 
all  containers  submitted  in  accordance 
with  paragraph  (d)  (3)  (if)  (b)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issu¬ 
ance  of  a  certificate,  the  cost  of  such  in¬ 
vestigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  cert^ation  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  9  146.8  (d) 
of  this  chapter. 

§  146a.66  I-Ephenamine  penicillin  G  for 
aqueous  injection. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Z-Ephenamine  pen¬ 
icillin  G  for  aqueous  injection  is  a  dry 
mixture  of  Z-ephenamine  penicillin  G 
and  one  or  .more  suitable  and  harmless 
suspending  or  disper^ng  agents,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  preservatives  and  buffer  substances, 
or  it  is  an  aqueous  suspension  of  Z-ephen- 
amine  penicillin  G  and  one  or  more 
suitable  and  harmless  suspending  or  dis¬ 
persing  agents,  buffer  substances,  and 
preservatives,  except  that  preservatives 
are  not  required  if  the  immediate  con¬ 
tainer  is  packaged  to  contain  a  single 
dose  and  is  conspicuously  so  labeled.  It 
is  so  purified  that: 

(1)  If  it  is  an  aqueous  suspension  of 
the  drug,  each  container  or  each  milli¬ 
liter  shall  contain  not  less  than  300,000 
units,  unless  it  is  packaged  and  labeled 
solely  for  veterinary  use; 

(2)  It  is  sterile; 

(3)  If  it  is  the  dry  mixture  of  the  drug, 
its  moisture  content  is  not  more  than  1.5 
percent; 

(4)  It  is  nonpsrrogenic; 

(5)  It  is  nontoxie;  and 

(6)  Its  pH  in  saturated  aqueous  solu¬ 
tion  is  not  less  than  5.0  and  not  more 
than  7.5. 

The  .Z-ephenamine  penicillin  O  used 
conforms  to  the  requirements  of  9146a.64 
(a).  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.  S.  P.  or  N.  F.. 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(b)  Packaging.  In  an  cases  the  im¬ 
mediate  containers  shaH  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shaD 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shaU  be  so  sealed  that  the  contents 
cannot  be  used  without  de8tro3ring  such 
seal,  and  shall  be  of  such  composition  as 
win  not  cause  any  change  in  the 
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strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded.  In  case  it  is  packaged  for  dis¬ 
pensing,  it  shall  be  in  immediate  con¬ 
tainers  of  colorless  transparent  glass, 
closed  by  a  substance  through  which  a 
hsrpodermic  needle  may  be  introduced 
and  withdrawn  without  removing  the 
closure  or  destroying  its  effectiveness, 
imless  it  is  the  aqueous  suspension  of  the 
drug  and  it  is  packaged  to  contain  a  sin¬ 
gle  dose.  If  it  is  the  dry  mixture  of  the 
drug,  each  su^  container  shall  contain 
300,000  units.  600,000  units.  900,000  units, 
1,200,000  units,  1,500,000  units,  or  3,000,- 
000  units  (unless  it  is  packaged  and 
labeled  solely  for  veterinary  use),  and 
each  may  be  packaged  in  combination 
with  a  container  of  a  suitable  aqueous 
diluent.  If  it  is  the  aqueous  suspension 
of  the  drug,  each  such  container  shall 
contain  not  less  than  1  milliliter  (unless 
it  is  packaged  to  contain  a  single  dose) 
and  not  more  than  10  milliliters  (unless 
it  is  packaged  and  labeled  solely  for  vet¬ 
erinary  use),  and  each  shall  be  filled 
with  a  volume  in  excess  of  that  desig¬ 
nated,  which  excess  shall  be  sufficient  to 
permit  the  withdrawal  and  the  adminis¬ 
tration  of  the  volume  indicated,  whether 
administered  in  either  single  or  multiple 
doses. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act) ,  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ _ 

the  blank  being  filled  in.  if  it  is  the  diy 
mixture  of  the  drug,  with  the  date  that 
is  18  months,  or  if  it  is  the  aqueous  sus¬ 
pension  of  the  drug,  with  the  date  that 
is  12  months  after  the  month  during 
which  the  batch  was  certified,  except 
that  the  blank  may  be  filled  in  with  the 
date  that  is  24  months,  36  months.  48 
months,  or  60  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer,  if  it  is  the  aqueous  suspension  of 
the  drug,  the  statement  “Store  in  refrig¬ 
erator  not  above  15“  C.  (59'’P.)”  or  “Store 
below  15®  C.  (59®  P.),”  unless  the  person 
who  requests  certification  has  submitted 
to  the  Commissioner  results  of  tests  and 
assays  showing  that  such  drug  as  pre¬ 
pared  by  him  complies  with  the  stand¬ 
ards  prescribed  by  paragraph  (a)  of  this 
section  after  having  been  stored  at  room 
temperature. 

(iii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it 
is  the  dry  mixture  of  the  drug  and  is 
packaged  for  dispensing,  the  conditions 


under  which  suspensions  made  from  such 
drug  should  be  stored,  and  the  state¬ 
ment  “Sterile  suspension  may  be  kept  at 
room  temperature  for  1  week  or  in  re¬ 
frigerator  for  3  weeks,  without  signi¬ 
ficant  loss  of  potency.”  • 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution; 
Federal  law  prohibits  dispensing  with¬ 
out  prescription”  each  package  shall  in¬ 
clude  information  containing  directions 
and  warnings  adequate  for  the  veteri¬ 
nary  use  of  the  drug  by  the  laity. 

(d)  Request  for  certification:  samples. 
(1)  In  addition  to  complying  with  the  re¬ 
quirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  of  2-ephenamine  penicillin  O  for 
aqueous  injection  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  mark  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the 
Z-ephenamine  penicillin  G  used  in  mak¬ 
ing  such  batch  was  completed,  the 
number  of  iinits  in  each  of  such  pack¬ 
ages,  the  quantity  of  each  ingredient 
used  in  making  the  batch,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  and 
a  statement  that  each  ingredient  used  in 
making  the  batch  conforms  to  the  re¬ 
quirements  prescribed  therefor  by  this 
section.  If  such  batch,  or  any  part 
thereof,  is  to  be  packaged  with  a  solvent, 
such  request  shall  also  be  accompanied 
by  a  statement  that  such  solvent  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(1)  The  batch:  potency,  sterility, 
moisture  (unless  it  is  the  aqueous  sus¬ 
pension  of  the  drug),  psrrogens,  toxicity, 
pH. 

(ii)  The  Z-ephenamine  penicillin  Q 
used  in  making  the  batch;  potency, 
crystallinity,  heat  stability,  penicillin  Q 
content,  and  specific  rotation. 

.  (3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  herein¬ 
after  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate  contain¬ 
ers. 

(b)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  eq)- 
proximately'  equal. 


(ii)  The  Z-ephenamlne  penicillin  O 
used  in  making  the  batch;  3  packages 
containing  approximately  equal  portions 
of  not  less  than  500  milligrams  each, 
packaged  in  accordance  with  the  require¬ 
ments  of  8  146a.64  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch,  one  package  of  each 
containing  approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
the  certification  of  a  batch  which  is  to  be 
packaged  in  combination  with  an  aque¬ 
ous  diluent  which  is  not  recognized  by 
the'U.  S.  P..  or  when  any  change  is  made 
in  the  composition  of  such  diluent;  5 
packages  of  the  diluent  included  in  the 
combination. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility^  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  approx¬ 
imately  300  milligrams  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  .(ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  imder 
the  regulations  in  this  part  shall  be: 

(1 )  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (i)  (a),  (ii), 
(Ul).  (iv).  and  (4)  (i)  of  this  section; 
$10.00  for  all  containers  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 
(b)  of  this  section;  $10.00  for  all  con- 
.tainers  submitted  in  accordance  with 
paragrac^  (d)  (4)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations,  other  than  examination 
of  such  immediate  containers,  are  nec¬ 
essary  to  determine  whether  or  not  such 
batch  complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issu¬ 
ance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146a.67  Procaine  penicillin  in  strepto* 
mycin  sulfate  solution;  procaine  pen¬ 
icillin  in  dihydrostreptomycin  sulfate 
solution  veterinary  (procaine  penicil- 
.  lin  in  crystalline  dihydrostreptomycin 
sulfate  solution  veterinary). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Procaine  penicillin 
in  streptomycin  sulfate  solution  is  pro¬ 
caine  penicillin  suspended  in  an  aque¬ 
ous  solution  of  streptomycin  sulfate. 
J*rocaine  penicillin  in  dihydrostreptomy¬ 
cin  sulfate  solution  veterinary  is  pro¬ 
caine  penicillin  suspended  in  an  aqueous 
solution  of  dihydrostreptomycin  sulfate 
or  crystalline  dihydrostreptomycin  sul- 
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fate.  Such  solution  shall  contain  one 
or  more  suitable  and  harmless  buffer  sub¬ 
stances,  preservatives,  and  suspending 
or  dispersing  agents,  and  it  may  con¬ 
tain  one  or  more  suitable  and  harmless 
stabilizing  agents  and  procaine  hydro¬ 
chloride  in  a  concentration  not  exceed¬ 
ing  2  percent,  and,  if  it  is  intended  solely 
for  veterinary  use,  it  may  contain  a  suit¬ 
able  antihistaminic,  a  suitable  anti¬ 
cholinergic  and  cortisone,  or  a  suitable 
derivative  of  cortisone.  It  is  so  purified 
that: 

(1)  Each  milliliter  shall  contain  not 
less  than  100,000  units  of  procaine  peni¬ 
cillin  and  not  less  than  0.25  gram  of 
streptomycin  sulfate  or  dihydrostrepto¬ 
mycin  julfate,  but  each  immediate  con^ 
tainer  shall  contain  not  less  than  300,000 
units  of  procaine  penicillin  and  not  less 
than  0.25  gram  of  streptomycin  sulfate 
or  dihydrostreptomycin  sulfate ; 

(2)  It  is  sterile; 

(3)  It  is  nonpsnrogenic; 

(4)  It  is  nontoxic;  and 

(5)  Its  pH  is  not  less  than  5.0  and 
not  more  than  8.0. 

The  procaine  penicillin  used  conforms 
to  the  requirements  prescribed  by 
§  146a.44(a).  The  streptomycin  sulfate 
used  conforms  to  the  requirements  pre¬ 
scribed  by  §  146b.l01(a)  or  §  146b.t06(a) 
of  this  chapter.  The  dihydrostreptomy¬ 
cin  sulfate  used  conforms  to  the  require¬ 
ments  prescribed  by  §  146b.l03(a)  or 
§  146b.l06(a)  of  this  chapter.  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.S.P.  or  NJ*.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.,  shall  be 
sterile  at  the  time  of  filling  and  closing, 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destroying  such 
seal,  and  shall  be  of  such  composition 
as  will  not  cause  any  change  in  the 
strength,  quality,,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  stor¬ 
age,  and  distribution  practice  shall  be 
disregarded.  In  case  it  is  packaged  for 
dispensing,  it  shall  be  in  immediate  con¬ 
tainers  of  colorless  (unless  it  is  intended 
solely  for.  veterinary  use)  transparent 
glass  closed  by  a  substance  through 
which  a  hypodermic  needle  may  be  intro¬ 
duced  and  withdrawn  without  removing 
the  closure  or  destroying  its  effectiveness, 
unless  it  is  packaged  to  contain  a  single 
dose.  Each  such  container  shall  contain 
not  less  than  1  milliliter  (unless  it  is 
packaged  to  contain  a  single  dose)  and 
not  more  than  30  milliliters  (unless  it  is 
packaged  and  intended  solely  for  veteri¬ 
nary  use) ,  and  each  shall  be  filled  with 
a  volume  in  excess  of  that  designated, 
which  excess  shall  be  sufficient  to  per¬ 
mit  the  withdrawal  and  administration 
of  the  volume  indicated,  whether  admin¬ 
istered  in  either  single  or  multiple  doses, 

(c)  Labeling — (1)  it  does  not  contain 
dihydrostreptomycin,  it  is  packaged  for 
dispensing,  and  it  is  intended  for  use  by 
man.  in  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 


this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  pack¬ 
age  shall  bear  on  its  label  or  labeling, ' 
as  hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer,  the  statement  “Store  in  refriger¬ 
ator  not  above  15“  C.  (59“  P.) .” 

(ii)  On  the  outside  wrapper  or  conr 
tainer  and  the  immediate  container  the 

statement  “Expiration  date  _ _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  12  months  after  the  month  during 
which  the  batch  was  certified,  except 
that  the  blank  may  be  filled  in  with  the 
date  that  is  18  months,  or  24  months, 
or  36  months  after  the  month  during 
which  the  batch  was  certified  if  the  per¬ 
son  who  requests  certification  has  sub¬ 
mitted  to  the  Conunissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
with  the  standards  prescribed  by  para¬ 
graph  (a)  of  this  section. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  the 
following  requirements: 

(i)  If  it  does  not  contain  an  anti¬ 
histaminic.  an  anticholinergic,  or  corti¬ 
sone.  or  a  derivative  of  cortisone,  it  shall 
comply  with  the  requirements  of  sub- 
paragraph  (1)  of  this  paragraph,  except 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
adequate  directions  and  warnings  for 
the  veterinary  use  of  the  drug  by  the 
laity. 

(ii)  If  it  contains  an  antihistaminic, 
an  anticholinergic,  or  cortisone  or  a  de¬ 
rivative  of  cortisone,  it  shall  comply  with 
the  requirements  prescribed  by  §  1.106 
(c)  of  this  chapter  and  with  the  require¬ 
ments  of  subparagraph  (1)  of  this  para¬ 
graph.  Each  package  shall  also  bear  on 
its  label  or  labeling,  the  following: 

(a)  The  statement  “For  use  only  in 
cats,  dogs,  and  horses;  not  for  use  in 
horses  to  be  slaughtered  for  human  con¬ 
sumption.” 

(b)  After  the  name  “procaine  peni¬ 
cillin  in  streptomycin  sulfate  solution,” 
or  “procaine  penicillin  in  dihydrostrep¬ 
tomycin  sulfate  solution  veterinary,” 
wherever  such  name  appears,  the  words 

“with - ,”in  juxtaposition  with 

such  name,  the  blank  being  filled  in  with 
the  common  or  usual  name  of  the  anti¬ 
histaminic,  the  anticholinergic,  the 
cortisone,  or  the  derivative  of  cortisone. 

(3)  It  is  packaged  solely  for  manufac¬ 
turing  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer,  the  following : 

(i)  The  number  of  units  of  procaine 
penicillin  and  the  number  of  milligrams 
or  grams  of  streptomycin  sulfate  or 
dihydrostreptomycin  sulfate  in  each 
milliliter. 

(ii)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(iii)  The  statement  “For  manufactm*- 
ing  use,”  “For  repacking,”  or  “For 
manufacturing  use  or  repacking.” 

(iv)  The  information  required  by 
subparagraph  (1)  (i)  and  (ii)  of  this 
paragraph. 


(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  number  of  units  of  procaine 
penicillin  and  the  number  of  milligrams 
or  grams  of  streptomycin  sulfate  or  di¬ 
hydrostreptomycin  sulfate  in  each  milli¬ 
liter  of  the  batch,  the  batch  marks  and 
(unless  they  were  previously  submitted) 
the  dates  on  which  the  latest  assays  of 
the  procaine  penicillin  and  streptomycin 
sulfate  or  dihydrostreptomycin  sulfate 
used  in  making  such  batch  were  com¬ 
pleted,  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  and 
a  statement  that  each  such  ingredient 
conforms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Potency,  sterility.  pH, 
and,  if  it  does  not  contain  a  vegetable  oil 
as  a  suspending  agent,  toxicity  and 
pyrogens. 

(ii)  The  procaiie  penicillin  used  in 
making  the  batch;  potency  (toxicity  and 
pyrogens  if  it  is  used  in  making  a  batch 
containing  a  vegetable  oil  as  a  suspend¬ 
ing  agent),  crystallinity,  penicillin  K 
content  (unless  it  is  procaine  penicillin 
O) ,  and  the  penicillin  Q  content  if  it  is 
procaine  penicillin  Q. 

(iii)  The  streptomycin  sulfate  or  di¬ 
hydrostreptomycin  sulfate  used  in  mak¬ 
ing  the  batch;  potency  (toxicity  and  py¬ 
rogens  if  it  is  used  in  making  a  batch 
containing  a  vegetable  oil  as  a  suspend¬ 
ing  agent),  histamine  content,  strepto¬ 
mycin  content  if  it  is  dihydrostreptomy¬ 
cin,  and  crystallinity  if  it  is  crystalline 
dihydrostreptomycin. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  Indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  12  immediate  con¬ 
tainers. 

(b)  For  sterility  testing;  10  imme¬ 
diate  containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are 
approximately  equal. 

(ii)  The  procaine  penicillin  used  in 
making  the  batch;  three  packages,  or 
10  packages  if  it  is  used  to  make  a  batch 
containing  a  vegetable  oil  as  a  suspend¬ 
ing  agent,  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
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0^  gram,  packaged  In  accordance  with 
the  requirements  of  1 146a.44(b). 

(iii)  The  streptomycin  sulfate  or  di* 
hydro8trept(»nycin  sulfate  used  in  mak¬ 
ing  the  batch;  six  packages,  each  con¬ 
taining  aiiproximately  equal  portions  of 
not  less  than  0.5  gram,  packstged  in  ac¬ 
cordance  with  the  requirements  of 
fi  140b.l01(b)  of  this  chapter.  If  the 
streptomycin  or  dihydrostreptomycin 
used  in  making  the  batch  is  a  solution 
of  the  drug,  the  person  who  requests  cer¬ 
tification  shall  dry  a  sufficient  quantity 
of  the  solution  to  meet  these  sample 
requirements. 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing.  such  person  shall  submit  with 
his  request  a  sample  consisting  of: 

(i)  For  all  tests  except  sterility;  12 
approximately  equal  portions  of  at  least  2 
milliliters. 

(ii)  For  sterility  testing;  10  approxi¬ 
mately  equal  portions  of  at  least  1  mil¬ 
liliter. 

Each  such  portion  shall  be  taken  from 
different  parts  of  such  batch,  and  each 
shall  be  packaged  in  a  separate  container 
and  in  accordance  with  the  requirements 
of  paragraph  (b)  of  this  section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  and  (iii)  of  this  para¬ 
graph.  and  no  sample  referred  to  in 
subparagraph  (3)  (ii)  and*  (iii)  of  this 
paragraph,  is  required  if  such  result  or 
sample  has  been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  -  (d)  (3)  (ii), 

(iii),  and  (iv)  of  this  section;  $5.00  for 
each  immediate  container  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 
Ca)  and  (4)  (i)  of  this  section;  $10.00 
for  all  containers  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (i)  (b)  of 
this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (4)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  ether  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  detenmne  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter,  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
Is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  (d)  of 
this  chapter. 

§  146a.68  Benzathine  penicillin  G  (benz¬ 
athine  penicillin  C  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Benzathine  penicil¬ 
lin  G  is  the  crystalline  N.N'dibenzyl- 
ethylenediamine  salt  of  penicillin  G.  It 
contains  not  less  than  85  percent  by 
weight  of  the  NJl'dibenzylethylenedi- 
amine  salt  of  penicillin  G.  Each  such 
drug  is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  1050 
units  per  milligram. 


(2)  It  is  sterile. 

(3)  It  is  nontoxic. 

(4)  It  is  nonpyrogenle. 

(5)  Its  moisture  content  Is  not  more 
than  8  percent. 

(6)  Its  pH  in  a  saturated  aqueous  so¬ 
lution  is  not  less  than  5.0  and  not  more 
than  7.5. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defhied  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing.  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destrosdng  the 
seal,  and  shall  be  of  such  composition* 
as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container,  as  here¬ 
inafter  indicated,  the  following: 

(1)  The  batch  mark. 

(2)  The  weight  of  the  drug  and  the 
number  of  units  in  the  immediate  con¬ 
tainer. 

(3)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  the  date  which  is  36  months  after 
the  month  during  which  the  batch  was 
certified. 

(4)  The  statement  “For  manufactiur- 
ing  use  only." 

(5)  The  statement  "Caution:  P^eral 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  S  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  the  batch,  the 
weight  of  the  drug  and  the  number  of 
units  in  each  package,  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed.  ^  Such  request 
shall  be  accompani^  or  followed  by  the 
results  of  tests  and  assays  made  by  him 
on  the  batch  for  potency,  sterility,  toxic¬ 
ity,  pyrogens,  moisture.  pH  crystallinity, 
and  the  penicillin  G  content. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  approx¬ 
imately  300  milligrams  taken  from  dif¬ 
ferent  parts  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  benzathine  penicillin  G  is  to 
be  used,  the  manufacturer  of  a  batch 
which  is  to  be  so  used  may  request 
the  Commissioner  to  make  check 
tests  and  assays  on  a  sample  of  such 


batidi,  taken  as  prescribed  by  subpara¬ 
graph  (2)  of  this  paragraph.  From  the 
information  required  by  subparagraph 
(1)  of  this  paragraph  may  be  omitted 
results  of  tests  and  assasrs  not  required 
for  the  batch  when  used  in  such  other 
drug.  The  Commissioner  shall  report  to 
such  manufacturer  results  of  such  check 
tests  and  assays  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i) 
and  (3)  of  this  section;  $10  for  all  con¬ 
tainers  submitted  in  accordance  with 
paragraph  (d)(2)(ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  the  ex¬ 
amination  of  such  immediate  containers, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter,  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  (d)  of 
this  chapter. 

§  146a.69  Benzathine  penicillin  G  oral 
suspension,  benzathine  penicillin 
G  for  oral  suspension  (benzathine 
penicillin  G  powder). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Benzathine  penicil¬ 
lin  G  oral  suspension  is  an  aqueous  sus¬ 
pension  of  benzathine  penicillin  G,  and 
benzathine  penicillin  G  for  oral  suspen¬ 
sion  is  a  dry  mixture  of  benzathine  pen¬ 
icillin  G;  each  drug  may  contain  one  or 
more  suitable  and  harmless  dispersing 
agents,  buffer  substances,  and  preserva¬ 
tives,  with  or  without  one  or  more  suit¬ 
able  sulfonamides  and  suitable  and 
harmless  colorings  and  fiavorings.  Un- 
les  it  is  intended  solely  for  veterinary 
use,  the  potency  of  the  oral  suspension 
and  of  the  suspension  prepared  as  di¬ 
rected  in  its  labeling  is  not  less  than 
20,000  units  per  milliliter.  Its  pH  is  not 
less  than  6.0  and  not  more  than  7.0. 
If  it  is  a  dry  mixture  of  the  drug. 

.  its  moisture  content  is  not  more  than  6.0 
percent.  The  benzathine  penicillin  G 
used  conforms  to  the  requirements  of 
§  146a.68  (a),  except  subparagraphs  (2), 
(4),  and,  if  it  is  the  oral  suspension,  (5)  . 
of  that  paragraph.  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  U.  S.  P.  or  N.  P.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  The  immediate  con¬ 
tainer  shall  be  a  tight  container -as  de¬ 
fined  by  the  U.  S.  P.  and  shall  be  of  such 
composition  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage,^ 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  requirements  pre¬ 
scribed  by  §  1.106(b)  of  this  chapter 
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(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  24  months  after  the  month  during 
which  the  batch  was  certified,  except 
that  if  it  is  the  dry  mixture  of  the  drug 
the  blank  may  be  filled  in  with  the  date 
that  is  36  months  after  the  month  during 
which  the  batch  was  certified,  if  the  per¬ 
son  who  requests  certification  has  sub¬ 
mitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  conforms 
with  the  standards  prescribed  by  para¬ 
graph  (a)  of  this  section. 

(ii)  On  the  label  and  labeling,  if 
sulfonamides  are  present,  after  the  name 
“benzathine  penicillin  G  oral  suspension’* 
or  “benzathine  penicillin  G  for  oral  sus¬ 
pension,”  wherever  it  appears,  the  words 
“with  sulfonamides,”  in  juxtaposition 
with  such  name. 

(2)  It  is  packaged  lor  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  of  the  requirements  prescribed  by 
subparagraph  (1)  of  this  paragraph, 
except  that  in  lieu  of  the  statement 
“Caution:  Federal  law  prohibits  dispens¬ 
ing  without  prescription”  each  package 
shall  include  information  containing 
directions  and  warnings  for  the  veter-  ' 
inary  use  of  the  drug  by  the  laity. 

'  (d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  benzathine  peni¬ 
cillin  G  used  in  making  such  batch  was 
completed,  the  potency  per  milliliter  if  it 
is  a  suspension  of  the  drug  and  the  num¬ 
ber  of  imits  in  each  immediate  container 
if  it  is  a  dry  mixture,  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests 
and  assays  listed  after  each  of  the  fol¬ 
lowing,  made  by  him  on  an  accurately 
representative  sample  of: 

(i)  The  batch;  average  potency  per 
milliliter  if  it  is  the  oral  suspension, 
average  potency  per  immediate  con¬ 
tainer  if  it  is  a  diry  mixture,  pH,  and 
moisture  if  it  is  a  dry  mixture  of  the 
drug. 

(ii)  The  benzathine  penicillin  G  used 
in  making  the  batch;  potency,  toxicity, 
pH,  moisture  (if  it  is  us^  in  the  prepara¬ 
tion  of  a  dry  mixture) ,  crystallinity,  and 
the  penicillin  G  content. 

(3)  Except  as  otherwise  provided  by 
sul^aragraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
'*'Hh  his  request,  in  the  quantities  here¬ 


inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  'The  batch;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  5  immediate  containers,  collected 
by  taking  single  immediate  containers 
at  such  intervals  throughout  the  entire 
time  of  packaging  the  batch  that  the 
quantities  packaged  during  the  intervals 
are  approximately  equal. 

(ii)  The  benzathine  penicillin  G  used 
in  making  the  batch;  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams,  pack¬ 
aged  in  accordance  with  the  require¬ 
ments  of  §  146a.68  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  smb- 
mitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part 
shall  be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)  (3)  (i),  (ii),and  (iii)  of 
this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  the  ex¬ 
amination  of  such  immediate  containers, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re- 
qiiirements  of  §  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

(f)  Exemption  of  bemathine  penicUUn 
O  oral  suspension  and  bemathine  peni¬ 
cillin  O  for  oral  suspension  for  veterinary 
use  from  certification.  Benzathine  peni¬ 
cillin  G  oral  suspension  and  benzathine 
penicillin  G  for  oral  suspension  that 'con¬ 
form  to  the  requirements  of  paragraphs 
(a)  (except  that  they  may  contain  one 
or  more  essential  vitamins  and  mineral 
substances  for  nutritive  purposes),  (b), 
and  (c)  of  this  section  shall  be  exempt 
from  the  requirements  of  sections  502  (1) 
and  507  of  the  act,  if  they  comply  with 
all  the  follo'wing  conditions: 

(1)  They  are  intended  solely  for  vet¬ 
erinary  use  and  are  conspicuoudy  so 
labeled. 

(2)  If  they  contain  added  vitamins  or 
minerals,  the  labels  bear  the  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substances  are  pres¬ 
ent  only  for  furnishing  additional  vita¬ 
mins  and  minerals  while  animals  are 
eating  less  feed. 

(3)  The  labels  bear  an  expiration  date 
that  is  not  more  than  24  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(4)  The  labels  bear  a  statement  that 
solutions  prepared  with  the  drugs  are 
stable  for  npt  more  than  24  hours. 


(5)  The  circular  or  other  labeling 
witiiin  or  attached  to  the  package  bears 
information  that  only  the  antibiotics  are 
intended  for  the  prevention  or  treatment 
of  the  followhig  conditions,  and  further, 
bears  directions  and  warnings  adequate 
for  such  use: 

(i)  Chronic  respiratory  disease  (air- 
sac  infection)  in  chickens. 

(ii)  Blue  comb  (mud  fever,  nonspe¬ 
cific  infectious  enterltiB)  in  poultry. 

(iii)  Infectious  sinusitis  in  poultry. 

§  146a.70  Penicillm-Btreptomycin  baci-* 
tracin  ointment;  pemciUin-diliydro- 
streptomycin-bacitracin  ointment; 
penicillin  -  streptomycin  •  bacitracin 
methylene  disalicylate  ointment;  pen. 
icillin-dihydrostreptomycin-bacitracin 
methylene  disalicylate  ointment. 

(a)  Penicillin-streptomycin-bacitracin 
ointment,  penicillin-dihydrostreptomy- 
cin-bacitracin  ointment,  penicillin- 
streptomycin-bacitracin  methylene  disa¬ 
licylate  ointment,  and  penicillin-dihy- 
drostreptomycin-bacitracin  methylene 
disalicylate  ointment  conform  to  all  re¬ 
quirements  prescribed  by  §  146a.54  for 
penicillin-streptomycin  ointment  and 
penicillin  -  dihydrostreptomycin  oint¬ 
ment,  except  that: 

(1)  It  contains  the  equivalent  of  not 
less  than  500  units  of  bacitracin  per 
gram,  except  if  it  is  intended  for  udder 
instillation  in  cattle  each  dose,  as  rec¬ 
ommended  in  its  labeling,  shall  contain 
not  less  than  the  equivalent  of  5,000  units 
of  bacitracin.  The  bacitracin  used  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  §  146e.401(a)  of  this  chapter  ex¬ 
cept  paragraph  (a)  (2),  (3),  (4),  and 
(8)  of  that  section.  The  bacitracin 
methylene  disalicylate  used  conforms  to 
the  requirements  of  S  146e.416  (a)  of  this 
chapter. 

(2)  [Reserved] 

(3)  In  addition  to  complying  with  re¬ 
quirements  of  §  146a.54  (c) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  pre¬ 
viously  submitted)  the  results  and  the 
date  of  the  latest  tests  and  assays  of  the 
bacitracin  or  bacitracin  methylene  di¬ 
salicylate  used  in  making  the  batch  for 
potency,  moisture,  pH,  and  ash  content. 
He  shall  also  submit  in  connection  with 
his  request  a  sample  consisting  of. not  less 
than  7  packages  of  such  ointment  and 
(unless  it  was  previously  submitted)  a 
sample  consisting  of  6  packages  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram  each  of  the  bacitracin 
or  bacitracin  methylene  disalicylate  used 
in  making  the  batch,  packaged  in  accord¬ 
ance  with  the  requirements  of  §  146e.401 

(b)  of  this  chapter. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  paragraph  Ca)  (3)  of 
this  section  shall  be: 

(1)  $6.00  for  each  Immediate  con¬ 
tainer  of  ointment  submitted. 

(2)  $4.00  for  each  Immediate  con¬ 
tainer  of  bacitracin  or  bacitracin  methyl¬ 
ene  disalicylate  submitted. 

§  146a.71  Peniicillin-fltreptomycin  dental 
cones;  penicillin-dihydrostreptomycin 
dental  cones. 

(a)  Penicillin-streptomycin  dental 
cones  and  penicillin-dihydroshreptomy- 
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cin  dental  cones  conform  to  all  require* 
ments  prescribed  by  §  146a.31  for  peni¬ 
cillin  dental  cones  and  are  subject  to  all 
procedures  prescribed  by  that  section  for 
penicillin  dental  cones,  except  that : 

<1)  Each  cone  contains  not  less  than 
25  milligrams  of  streptomycin  or  dihy¬ 
drostreptomycin.  The  streptomycin 
used  conforms  to  the  standards  pre¬ 
scribed  by  i  146b.l01  (a)  of  this  chapter, 
except  subparagraphs  (2),  (4),  and  (5) 
of  that  paragraph.  The  dihydrostrepto¬ 
mycin  used  conforms  to  the  standards 
prescribed  by  9  146b.l03  of  this  chapter, 
except  the  standards  for  sterility,  pyro¬ 
gens,  and  histamine. 

(2)  Its  moisture  content  is  not  more 
than  3  percent. 

(3)  An  expiration  date  of  48  months 
or  60  months  after  the  month  during 
which  the  batch  was  certified  may  be 
used  if  the  person  who  requests  certifi¬ 
cation  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  show¬ 
ing  that  after  having  been  stored  for 
such  period  of  time  such  drug  as  pre¬ 
pared  by  him  conforms  with  the  stand¬ 
ards  prescribed  in  subparagraphs  (1) 
and  (2)  of  this  paragraph. 

(4)  In  addition  to  compl3ring  with  the 
requirements  of  §  146a.31  (d) ,  the  person 
who  requests  certification  of  a  batch  of 
penicillin-streptomycin  dental  cones  or 
penicillin-dih^rostreptomycin  dental 
cones  shall  submit  with  his  request  a 
statement  showing  the  batch  mark  and 
(unless  it  was  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  streptomycin  or  dihy¬ 
drostreptomycin  used  in  making  the 
batch  for  potency,  toxicity,  moisture,  pH, 
streptomycin  content  if  it  is  dihydro¬ 
streptomycin  and  crystallinity  if  it  is 
crystalline  dihydrostreptomycin,  and 
the  number  of  units  of  penicillin  and  the 
number  of  milligrams  of  streptomycin  or 
dihydrostreptomycin  in  each  cone  of  the 
batch.  He  shall  also  submit  in  connec¬ 
tion  with  his  request  (unless  previously 
submitted)  a  sample  consisting  of  6 
packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch, 
packaged  in  accordance  with  the  re¬ 
quirements  of  §  146b.l01b  of  this  chap¬ 
ter. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (a)  (4)  of 
this  section  shall  be; 

(1)  $1.00  for  each  cone  submitted  in 
accordance  with  the  requirements  of 
§  146a.31  (d)(3)  (i)  (a)  and  (c). 

(2)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  of  streptomycin  or 
dihydrostreptdmycin  submitted. 

§  146a.72  Hjdrahamine  penicillin  V 
(penicillin  V  hydrabamine  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Hydrabamine  peni¬ 
cillin  V  is  the  crystalline  hydrabamine 
salt  of  penicillin  V.  It  contains  not  less 
than  90  percent  of  the  hydrabamine  salt 
of  penicillin  V.  It  is  so  purified  and 
dried  that: 

(1)  Its  potency  is  not  less  than  825 
units  per  milligram. 


(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  2  percent. 

(4)  Its  pH  in  a  saturated  aqueous 
solution  is  not  less  than  3.0  and  not  more 
than  6.5. 

(5)  Its  extinction  coefficient 
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is  not  less  than  8.0  at  276  m/u 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  unavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container,  as  here¬ 
inafter  indicated,  the  following: 

(1)  The  batch  mark. 

(2)  The  number  of  units  per  milli¬ 
gram  and  the  number  of  grams  in  the 
immediate  container. 

(3)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in  with 

the  date  that  is  12  months  after  the 
month  during  which  the  batch  was 
certified. 

(4)  The  statement  “For  use  in  the 
manufacture  of  nonparenteral  drugs 
only.” 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complsdng  with  the 
requirements  of  9  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch,  and  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assays  made  by  him  on  the 
batch  for  potency,  toxicity,  moisture,  pH, 
crystallinity,  the  penicillin  V  content, 
and  extinction  coefficient. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  10 
packages,  each  containing  approximately 
300  milligrams  taken  from  a  different 
part  of  such  batch,  packaged  in  accord¬ 
ance  with  the  requirements  of  paragraph 
(b)  of  this  section. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  container 
in  the  sample  submitted  in  accordance 
with  paragraph  (d)  (2)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations  other  than  examination 
of  such  immediate  containers  are  neces¬ 
sary  to  determine  whether  or  not  such 
batch  complies  with  the  requirements  of 
9  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  investi¬ 
gations.  a 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  9  146.8  (d)  of 
this  chapter. 


§  146a.73  Hydrabamine  penicillin  V 
oral  suspension. 

Hydrabamine  penicillin  V  oral  suspen¬ 
sion  conforms  to  all  requirements  and  is 
subject  to  all  procedures  prescribed  by 
9  146a.98  for  hydrabamine  penicillin  Q 
oral  suspension,  except  that: 

(a)  Hydrabamine  penicillin  V  is  used 
in  lieu  of  hydrabamine  penicillin  G.  The 
hydrabamine  penicillin  V  used  conforms 
to  the  requirements  of  9  146a.72  (a) . 

(b)  Its  pH  is  not  less  than  4.5  and  not 
more  than  6.5. 

(c)  In  lieu  of  the  directions  prescribed 
by  9  146a.98  (d)  (2)  (ii),  a  person  who 
requests  certification  of  a  batch  shaU 
submit  in  connection  with  his  request  re¬ 
sults  of  the  tests  and  assays  made  by 
him  on  an  accurately  representative 
sample  of  the  hydrabamine  penicillin  V 
used  in' making  the  batch  for  potency, 
toxicity,  moisture,  pH,  crystallinity,  the 
penicillin  V  content,  and  the  extinction 
coefficient. 

§  146a.74  Diethylaminoethyl  ester  pen* 
icillin  G  hydriodide  (penicillin  di¬ 
ethylaminoethyl  ester  hydriodide). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Diethylaminoethyl 
ester  penicillin  G  hydriodide  is  the  crys¬ 
talline  diethylaminoethyl  ester  hydrio¬ 
dide  salt  of  penicillin  G.  It  contains  not 
less  than  85  percent  by  weight  of 
/3-diethylaminoethyl  ester  hydriodide 
salt  of  penicillin  G.  It  is  so  purified  and 
dried  that: 

(1)  Its  potency  after  hydrolysis  is  not 
less  than  900  units  per  milligram. 

(2)  It  is  sterile. 

(3)  It  is  nonpyrogenic. 

(4)  It  is  nontoxic. 

(5)  Its  moisture  content  is.  not  more 
than  1  percent. 

(6)  The  pH  of  a  saturated  aqueous 
solution  is  not  less  than  4.0  and  not  more 
than  6.5. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.,  shall  be 
sterile  at  the  time  of  filling  and  closing, 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destroying  the  seal, 
and  shall  be  of  such  composition  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear,  on  its  outside  wrapper  or  (X)n- 
tainer  and  the  immediate  container  as 
hereinafter  indicated,  the  following: 

(1)  The  batch  mark. 

(2)  The  weight  of  the  drug  and  the 
number  of  units  in  the  immediate  con¬ 
tainer. 

(3)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  which  is  24  months  after 
the  month  during  which  the  batch  was 
certified. 

(4)  The  statement  “For  manufactur¬ 
ing  use  only.” 

(5)  The  statement  ‘Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification,  chedc 
tests  and  assays;  samples.  (1)  In  addl- 
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tion  to  complying  with  the  reauirements 
of  S  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  n^ark,  the  num¬ 
ber  of  packages  of  each  size  in  the 
batch,  the  weight  of  the  drug  and  the 
number  of  units  in  each  package,  and 
(unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay 
of  the  drug  comprising  such  batch 
was  completed.  Such  request  shall  be 
accompanied  or  followed  by  the  results  of 
tests  and  assays  made  by  him  for  po¬ 
tency,  sterility,  toxicity,  pyrogens,  mois¬ 
ture,  pH,  crystallinity,  and  the  penicillin 
G  content. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  ap¬ 
proximately  300  milligrams  taken  from 
a  different  part  of  such  batch,  and  eac^ 
shall  be -packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  it  is  to  be  used,  the  manufacturer 
of  a  batch  which  is  to  be  so  used  may 
request  the  Commissioner  to  make  check 
tests  and  assays  on  a  sample  of  such 
batch,  taken  as  prescribed  by  subpara¬ 
graph  (2)  of  this  paragraph.  From  the 
information  required  by  subparagraph 

(1)  of  this  paragraph  may  omitted 
results  of  tests  and  assays  not  required 
for  the  batch  when  used  in  such  other 
drugs.  The  Commissioner  shall  report 
to  such  manufacturer  results  of  such 
check  tests  and  assays  as  are  so  re¬ 
quested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  of 
this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (2)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  Investigations  other  than  the  ex¬ 
amination  of  such  immediate  contain^ 
ers  are  necessary  to  determine  whether 
or  not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter, 
for  the  issuance  of  a  certificate,  the  cost 
of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
Is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146a.75  Diethylaminoethyl  ester  peni- 
cillin  G  hydriodide  for  aqueous  in¬ 
jection  (penicillin  G  diediylamino- 
ethyl  ester  hydriodide  for  aqueous 
injection). 

(a)  Standards  of  identity,  strength, 
gaality,  and  purity.  Diethylaminoethyl 
ester  penicillin  G  hydriodide  for  aque¬ 
ous  injection  is  diethylaminoethyl  ester 
penicillin  G  hydriodide  and  one  or  more 
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suitable  and  harmless  suspending  or 
dispersing  agents,  with  or  without  one 
or  more  suitable  and  harmless  preserva¬ 
tives  and  buffer  substances.  It  is  so  puri¬ 
fied  and  dried  that: 

(1)  It  is  sterile. 

(2)  Its  moisture  content  is  not  more 
than  1  percent. 

(3)  It  is  nonpsnbgenic. 

(4)  It  is  nontoxic. 

(5)  The  pH  of  a  saturated  aqueous  so¬ 
lution  is  not  less  than  5.0  and  not  more 
than  7.5. 

The  diethylaminoethyl  ester  penicillin 
G  hydriodide  used  conforms  to  the  re¬ 
quirements  of  §  146a.74  (a) .  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  U.  S.  P.  or  N.  F.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b>  Packaging.  In  all  cases  Uie  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destrosdng  such 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the  starength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 
In  case  it  is  packaged  for  dispensing,  it 
shall  be  in  immediate  containers  of  col¬ 
orless  transparent  glass,  closed  by  a  sub¬ 
stance  through  which  a  hsrpodermic 
needle  may  be  introduced  and  withdrawn 
without  removing  the  closure  or  destroy¬ 
ing  its  effectiveness.  Each  such  con¬ 
tainer  shall  contain  500,000  units  or 
multiples  thereof  up  to  and  including 
5,000,000  units,  and  each  may  be  pack¬ 
aged  in  combination  with  a  container  of 
a  suitable  aqueous  diluent. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  in¬ 
dicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date  _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  24  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified. 

(ii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  the 
conditions  under  which  suspensions  of 
the  drug  may  be  stored,  and  the  state¬ 
ment  “Sterile  suspension  may  be  kept  at 
room  temperature  for  7  days,  or  in  re¬ 
frigerator  for  3  weeks,  without  significant 
loss  of  potency.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 


.  (d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  8  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifica¬ 
tion  of  a  batch  shall  suhpfit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  mark  and 
(unless  it  was  previously  sulnnitted) 
the  date  on  which  the  latest  assay  of 
the  diettiylaminoethyl  ester  penicillin 
G  hy(£riodide  used  in  making  such 
batch  was  completed,  the  number  of 
units  in  each  such  packages,  the  quan¬ 
tity  of  each  ingredient  used  in  making 
the  batch,  the  date  on  which  the  latest 
assay  of  the  drug  cmnprising  such 
batch  was  completed,  and  a  statement 
that  each  ingredient  used  in  making 
the  batch  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  sec¬ 
tion.  If  such  batch,  or  any  part 
thereof,  is  to  be  padcaged  with  a  solvent, 
such  request  shall  be  accompanied  by 'a 
statement  that  such  solvent  conforms  to 
the  requirements  prescribed  therefor  by 
this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  pan«raph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch;  potency,  sterility, 
moisture,  p3n-ogens,  toxicity,  pH. 

(ii)  The  diethylaminoethyl  ester  peni¬ 
cillin  G  hydriodide  used  in  making  the 
batch;  potency,  cnrstallinity,  penicillin 
G  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represents- 
tive  samples  of  the  following: 

(i)  The  batch: 

(o)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate  con¬ 
tainers. 

(b)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tAking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  diethylaminoethyl  ester  pen¬ 
icillin  G  hydriodide  used  in  making  the 
batch;  3  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
500  milligrams  each,  padcaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146a.74  (b). 

(ili)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(iv)  In  the  case  of  an  initial  request 
for  the  certification  of  a  batch  which  is 
to  be  packaged  in  combination  with  an 
aqueous  diluent  which  is  not  recognized 
by  the  U.  S.  P.,  or  when  any  change  is 
made  in  the  composition  of  such  diluent; 
5  packages  of  the  diluent  included  in 
the  combination. 
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(4)  If  such  batch  Is  packaged  for  re¬ 
packing.  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
followh]«r: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  ap¬ 
proximately  300  milligrams,  taken  from 
a  different  part  of  such  baUdi,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 

(a),  (ii).  (Ui).  (iv).  and  (4)  (i)  of  this 
section;  $10.00  for  all  containers  sub¬ 
mitted  in  accordance  with  paragraph 
(d)(3)(i)(b)  of  this  section;  $10.00  for 
all  containers  submitted  in  accordance 
with  paragraph  (d)  (4)  (ii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter,  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146a.76  Penicillin-streptomycin  im¬ 
plantation  pellets ;  penillicin-dihydro- 
streptomycin  implantation  pellets. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Penicillin-strepto¬ 
mycin  implantation  pellets  and  penicil¬ 
lin-dihydrostreptomycin  implantation 
pellets  are  pellets  composed  of  crystal¬ 
line  penicillin  or  procaine  penicillin  and 
streptomycin  or  dihydrostreptomycin, 
with  or  without  the  addition  of  one  or 
more  suitable  and  harmless  diluents, 
binders,  and  lubricants.  Each  pellet 
contains  not  less  than  5,000  units  of  pen¬ 
icillin  and  not  less  than  6.25  milligrams 
of  streptomycin  or  dihydrostreptomycin. 
Its  moisture  content  is  not  more  than  5 
percent.  TTie  crystalline  penicillin  con¬ 
forms  to  the  requirements  of  §  146a.24 
(a),  except  subparagraphs  (2)  and  (4) 
of  that  paragraph.  The  procaine  peni¬ 
cillin  conforms  to  the  requirements  of 
9 146a.44(a),  except  subparagraphs  (2) 
and  (3)  of  that  paragraph.  The  strepto¬ 
mycin  used  conforms  to  the  requirements 
of  §  146.101(a)  of  this  chapter,  except 
§  146b.l01(a)  (2),  (4),  and  (5).  The 
dihydrostreptomycin  used  conforms  to 
the  requirements  of  9  146b.l03  of  this 
chapter,  except  the  standards  for  steril- 
i^.  Pinrogens.  and  histamine  content. 
Each  other  substance  used,  if  its  name 


is  recognized  in  the  U.S.P.  or  NF.,  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  such  official  compendium. 

(b)  Packaging.  Unless  each  pellet  is 
enclosed  in  a  foil  or  plastic  film  and  such 
enclosure  is  a  tight  container  as  defined 
by  the  U.  8.  P..  except  the  provision  that 
it  shall  be  capable  of  tight  reclosure,  the 
immediate  container  shall  be  a  tight  con¬ 
tainer  as  so  defined.  The  immediate 
container  may  also  contain  a  desiccant 
separated  from  the  pellets  by  a  plug  of 
cotton  or  other  like  material.  The  com¬ 
position  of  the  immediate  container  or  of 
the  foil  or  film  enclosure  shall  be  such 
as  will  not  cause  any  chaise  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  units  of  penicillin 
in  each  pellet  of  the  batch. 

(iii)  The  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin  in 
each  pellet  of  the  batch. 

(iv)  The  statement  “For  veterinary 
use  only.” 

(v)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  which  is  18  months  after 
the  motith  during  which  the  batch  was 
certified. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it  is 
packaged  for  dispensing,  adequate  direc¬ 
tions  and  warnings  for  the  veterinary  use 
of  such  drug  by  the  laity.  Such  circular 
or  other  labeling  may  also  bear  a  state¬ 
ment  that  a  brochure  or  other  printed 
matter  containing  information  for  other 
veterinary  uses  of  such  drug  by  a  veteri¬ 
narian  licensed  by  law  to  administer  it 
will  be  sent  to  such  veterinarian  on 
request. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  pellets  in  such  batch,  the 
number  of  pellets  of  the  batch  packaged 
into  dispensing-size  containers  during 
each  day’s  packaging  operations,  the 
number  of  units  of  penicillin  and  the 
number  of  milligrams  of  streptomycin 
or  dihydrostreptomycin  in  each  pellet, 
the  date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  the  date  (unless  submitted  pre¬ 
viously)  on  which  the  latest  assay  of  ^Jie 
penicillin  and  streptomycin  or  dihydro- 
streptomycin,  used  in  making'  the  batch 
was  completed,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  and 
a  statement  that  such  ingredient  con¬ 
forms  to  the  requirements  prescribed 
therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 


with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch: 

(a)  If  the  person  who  requests  cer¬ 
tification  is  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture  of  p^ets  collected  during  the 
time  of  making  the  batch,  and,  unless  the 
pellets  are  packaged  into  dispensing- 
size  containers  immediately  after  they 
are  compressed,  average  moisture  of 
pellets  collected  during  each  day  of 
packaging  the  batch. 

(b)  If  the  person  who  requests  certi¬ 
fication  is  not  the  manufacturer  of  the 
batch:  Average  potency  and  average 
moisture,  of  pellets  collected  during  each 
day  the  pellets  are  being  packaged  into 
dispensing-size  containers. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  toxicity,  moisture,  pH, 
crystallinity,  and  heat  stability  (unless 
it  is  procaine  penicillin),  penicillin  K 
content  (unless  it  is  crystalline  penicillin 
G  or  procaine  penicillin  G).  and  the 
penicillin  G  content  if  it  is  crystalline 
penicillin  G  or  procaine  penicillin  G. 

(iii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch ; 
potency,  toxicity,  moisture,  pH,  strepto¬ 
mycin  content  if  it  is  dihydrostrepto¬ 
mycin,  and  crystallinity  if  it  is  crystaQine 
dihydrostreptomycin  sulfate. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following : 

(i)  The  batch: 

(a)  If  the  person  who  requests  certi¬ 
fication  is  the  manufacturer  of  the 
batch:  One  pellet  for  each  5,000  pellets 
in  the  batch,  but  in  no  case  less  than 
30  pellets  collected  by  taking  single  pel¬ 
lets  throughout  the  entire  time  of  mak¬ 
ing  the  batch  that  the  quantities  made 
during  the  intervals  are  approximately 
equal. 

(b)  If,  after  making,  such  person 
packages  the  batch  into  dispensing-size 
containers:  20  pellets  collected  at  equal 
intervals  during  each  day  the  pellets  are 
being  packaged,  except  that  this  sample 
is  not  required  if  the  pellets  are  packaged 
immediately  after  they  are  made;  or 

(c)  If  the  person  who  requests  certi¬ 
fication  is  not  the  manufacturer  of  the 
batch  (for  the  purposes  of  certification, 
a  batch  shall  be  that  number  of  pellets 
filled  by  such  person  into  dispensing-size 
containers  during  each  day’s  packaging 
operations) :  One  pellet  for  each  5,000 
pellets  in  the  batch,  but  in  no  case  less 
than  ^  pellets  collected,  by  taking  single 
pellets  at  such  intervals  throughout  each 
day  of  packaging  the  pellets  that  the 
quantities  packaged  during  the  intervals 
are  approximately  equal. 

(ii)  The  penicillin  used  in  making  the 
^tch;  10  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  60  milligrams  if  it  is  crystalline 
penicillin  and  not  less  than  300  milli¬ 
grams  if  it  is  procaine  penicillin,  each 
taken  from  a  different  part  of  such  batch 
and  packaged  in  accordance  with  the  re¬ 
quirements  of  9  146a.24  (b)  or  9  146a.44 
(b). 
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(iii)  The  streptomycin  or  dlhydro- 
streptomycin  used  In  making  the  batch; 

5  packages,  each  containing  approxi¬ 
mately  0.5  gram,  taken  from  a  different 
part  of  such  batch  and  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146b.l01  (b)  of  this  chapter. 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  and  (iii)  of  this  para¬ 
graph.  and  no  sample  referred  to  in  sub- 
paragraph  (3)  (ii)  and  (iii)  of  this  para¬ 
graph,  is  required  if  such  result  or  sample 
has  been  previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $1.00  for  each  pellet  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a)  and  (c)  of  this  section; 
$3.00  for  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)(3)(i)(b) 
of  this  section;  $4.00  for  each  package 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii) ,  (iii) ,  and  (iv)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  pellets  and  packages  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter,  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  i  146.8  (d) 
of  this*  chapter. 

§  146a.77  Benzathine  penicillin  C  for 
aqueous  injection. 

(а)  Standards  of  identity,  strength, 
quality,  and  purity.  Benzathine  penicil¬ 
lin  G  for  aqueous  injection  is  a  dry  mix¬ 
ture  of  benzathine  penicillin  G  and  one 
or  more  suitable  and  harmless  suspend¬ 
ing  or  dispersing  agents  and  with  or 
without  one  or  more  suitable  and  harm¬ 
less  preservatives,  buffer  substances,  and 
local  anesthetics;  or  it  is  an  aqueous  sus¬ 
pension  of  benzathine  penicillin  G  and 
one  or  more  suitable  and  harmless  sus¬ 
pending  or  dispersing  agents,  buffer  sub¬ 
stances,  and  preservatives  and  with  or 
without  one  or  more  suitable  and  harm¬ 
less  local  anesthetics.  It  is  so  purified 
that: 

(1)  If  it  is  an  aqueous  suspension  of 
the  drug,  each  container  or  each  milli¬ 
liter  shall  contain  not  less  than  300.000 
units. 

(2)  It  is  sterile. 

(3)  If  it'  is  the  dry  mixture  of*  the 
drug,  its  moisture  content  is  not  more 
than  8  percent. 

(4)  It  is  nonpsrrogenic. 

(5)  It  is  nontoxic. 

(б)  Its  pH  in  saturated  solution  is  not 
less  than  5.0  and  not  more  than  7.5. 

The  benzathine  penicillin  G  used  con¬ 
forms  to  the  requirements  of  §  146a.68 
(a).  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.  S.  P.  or 
N.  F.,  conforms  to  the  standards  pre¬ 


scribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  Pi,  shall 
be  sterile  at  the  time  of  filling  and 
closing,  shall  be  so  sealed  that  the  con¬ 
tents  cannot  be  used  without  destroying 
such  seal,  and  shall  be  of  such  composi¬ 
tion  as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded.  In  case  it  is  packaged  for  dis¬ 
pensing.  it  shall  be  in  immediate  con¬ 
tainers  of  colorless,  (linless  it  is  intended 
solely  for  veterinary  use)  transparent 
glass,  closed  by  a  substance  through 
which  a  h3rprodermic  needle  may  be  in¬ 
troduced  and  withdrawn  without  re¬ 
moving  the  closure  or  destroying  its  ef¬ 
fectiveness.  If  it  is  the  dry  mixture 
of  the  drug,  each  such  container  shall 
contain  300,000  units,  600.000  units, 
900,000  units,  1.200,000  units.  1,500,000 
units,  2,400,000  units,  or  3,000,000  imits, 
unless  it  is  intended  solely  for  veterinary 
use  and  is  conspicuously  so  labeled. 
Each  such  container  may  be  packaged 
in  combination  with  a  container  of  a* 
suitable  aqueous  diluent.  If  it  is  the 
aqueous  suspension  of  the  drug,  each 
such  container  shall  contain  not  less 
than  1  milliliter  (unless  it  is  pack¬ 
aged  to  contain  a  single  dose)  and  not 
more  than  10  milliliters  (unless  it 
is  intended  solely  for  veterinary  use 
and  is  conspicuously  so  labeled),  and 
each  shall  be  filled  with  a  volume  in  ex¬ 
cess  of  that  designated,  which  excess 
shall  be  sufficient  to  permit  the  with¬ 
drawal  and  the  administration  of  the 
volume  indicated,  whether  administered 
in  either  single  or  multiple  doses. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  requirements  of  §  1.106 
(b)  of  this  chapter  (regulations  issued 
imder  section  502(f)  of  the  act),  each 
package  shall  bear  on  its  label  and  label¬ 
ing,  as  hereinafter  indicated,  the  follow¬ 
ing: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in,  if 

it  is  a  dry  mixture  of  the  drug,  with  the 
date  that  is  48  months,  or  if  it  is  the 
aqueous  suspension  of  the  drug,  with  the 
date  that  is  18  months  after  the  month 
during  which  the  batch  was  certified, 
except  that  the  blank  niay  be  filled  in 
with  the  date  that  is  24  months,  36 
months.  48  months,  or  60  months  aiter 
the  month  during  which  the  batch  was 
certified,  if  the  person  who  requests  cer¬ 
tification  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  showing 
that  after  having  been  stored  for  such 
period  of  time  such  drug  as  prepared  by 
him  complies  with  the  standards  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(b)  If  it  is  the  aqueous  suspension  of 
the  drug,  the  statement  “Store  in  refrig¬ 
erator  not  above  15*  C.  (59*  P.)”  or 
“Store  below  15"  C.  (59"  F.),”  unless 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 


tests  and  assays  showing  that  such  drug 
as  prepared  by  him  complies  with  the 
standards  pre^ribed  by  paragraph  (a) 
of  this  section  after  having  been  stored 
at  room  temperature. 

(ii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it 
is  the  dry  mixture  of  the  drug,  the  con¬ 
ditions  under  which  suspensions  made 
from  such  drug  should  be  stored,  and  the 
statement  “Sterile  suspension  may  be 
kept  at  room  temperature  for  1  week,  or 
in  refrigerator  for  3  weeks,  without  sig¬ 
nificant  loss  of  potency." 

(2)  If  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  sam~ 
pies.  (1)  In  addition  to  compl3dng  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  of  benzathine  penicillin  G 
for  aqueous  injection  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark,  the  number  of  packages  of 
each  size  in  such  batch,  the  batch  mark 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay 
of  the  benzathine  penicillin  G  used  in 
making  such  batch  was  completed,  the 
number  of  units  in  each  of  such  pack¬ 
ages,  the  quantity  of  each  ingredi¬ 
ent  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  and  a  statement  that  each  ingre¬ 
dient  used  in  making  the  batch  conforms 
to  the  requirements  prescribed  therefor, 
if  any.  by  this  section.  If  such  batch, 
or  any  part  thereof,  is  to  be  packaged 
with  a  solvent,  suc^  request  shall  also 
be  accompanied  by  a  statement  that 
such  solvent  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assa3rs  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  ssunple  of: 

(i)  The  batch;  potency,  sterility, 
moisture  (unless  it  is  an  aqueous  sus¬ 
pension  of  the  drug) ,  pso’ogens,  toxicity, 
pH. 

(ii)  The  benzathine  penicillin  G  used 
in  making  the  batch:  potency,  penicillin 
G  content,  crystallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  In  such  batch,  but 
in  no  case  less  than  10  immediate  con¬ 
tainers. 

(b)  For  sterility  testing;  10  immediate 
containers. 
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Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  benzathine  penicillin  G  used 
in  making  the  batch;  three  packages 
containing  approximately  equal  portions 
of  not  less  than  500  milligrams  each, 
packaged  in  accordance  with  the  re¬ 
quirements  of  S  146a.68  (b). 

(ill)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
the  certification  of  a  batch  of  benzathine 
penicillin  G  for  aqueous  injection  which 
is  to  be  packaged  in  combination  with 
an  aqueous  diluent  which  is  not  recog¬ 
nized  by  the  U.  S.  P.,  or  when  any  change 
is  made  in  the  composition  of  such 
diluent,  five  packages  of  the  diluent 
included  in  the  combination. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  not  less 
than  approximately  300  milligrams 
taken  from  different  parts  of  such  batch, 
and  each  shall  be  packaged  in  accord¬ 
ance  with  the  requirements  of  para¬ 
graph  (b)  of  this  section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  im- 
der  the  regulations  in  this  part  shall  be : 

( 1 )  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (i)  (a) ,  (ii) ,  (iii) , 
(iv),  and  (4)  (i)  of  this  section;  $10.00 
for  all  containers  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (i)  (b)  and 
(4)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter,  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shaU  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146a.78  Benzathine  penicillin  C  and 
buffered  crystalline  penicillin  for 
aqueous  injection. 

(a)  Benzathine  penicillin  G  and  buf¬ 
fered  crystalline  penicillin  for  aqueous 
injection  conforms  to  all  requirements 
prescribed  by  §  146a.77  for  the  dry  mix¬ 
ture  of  penicillin  G  for  aqueous  injection, 
and  is  subject  to  all  procedures  pre¬ 
scribed  by  §  146a.77  for  the  dry  mixture 


of  benzathine  penicillin  G  for  aqueous 
injection,  except  that: 

(1)  Each  immediate  container  shall 
contain  not  less  than  50,000  units  of  buf¬ 
fered  crystalline  penicillin  for  each  300,- 
000  uniis  of  benzathine  penicillin  G. 
The  buffered  crystalline  penicillin  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  §  146a.37. 

(2)  The  circular  or  other  labeling 
within  or  attached  to  the  package  shall 
bear  in  lieu  of  the  statement  prescribed 
by  §  146a.77(c)  (1)  (ii) ,  the  statement 
“Sterile  suspension  may  be  kept  in  re¬ 
frigerator  for  1  week  without  significant 
loss  of  potency.” 

(3)  In  addition  to  complsdng  with  the 
requirements  of  §  146a.77  (d) ,  a  person 
who  requests  certification  of  a  batch  of 
benzathine  penicillin  G  and  buffered 
crystalline  penicillin  for  aqueous  injec¬ 
tion  shall  submit  with  his  request  a 
statement  showing  the  batch  mark  and 
(unless  it  was  previously  submitted) 
the  results  and  date  of  the  latest  tests 
and  assays  of  the  buffered  crystalline 
penicillin  used  in  making  the  batch  for 
potency,  crystallinity,  heat  stability, 
penicillin  K  content  (unless  it  is  buffered 
crystalline  penicillin  G)  and  the  peni¬ 
cillin  G  content  if  it  is  buffered  crystal¬ 
line  penicillin  G,  the  number  of  units 
of  benzathine  penicillin  G  and  the  num¬ 
ber  of  units  of  buffered  crystalline  peni¬ 
cillin  in  each  immediate  container  of 
the  batch.  He  shall  also  submit  in  con¬ 
nection  with  his  request  a  sample  con¬ 
sisting  of  three  packages  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  250  milligrams  each  of  the  buffered 
crystalline  penicillin  used  in  making  the 
batch.  If  such  batch  is  packaged  for 
repacking,  each  portion  in  the  sample 
r^uired  by  §  146a.77  (d)  (4)  shall  con¬ 
sist  of  approximately  400  milligrams  in 
lieu  of  300  milligrams. 

(b)  The  fees  for  the  services  rendered 
with  resp^t  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (a)  (3)  of  this  section  shall 
be: 

(1)  $5.00  for  each  immediate  container 
(tf  the  sample  submitted  in  accordance 
with  §  146a.77  (d)  (4). 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  buffered  crystalline  penicillin 
submitted. 

§  146a.79  Chloroprocaine  penicillin  O 
(penipillin  O  chloroprocaine  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloroprocaine  pen¬ 
icillin  O  is  the  crystalline  2-chloropro- 
caine  salt  of  penicillin  O  prepared  from 
2-chloroprocaine  hydrochloride  (95  per¬ 
cent  purity  and  a  melting  point  of  171®- 
176®  C.)  and  crystalline  penicillin  O.  It 
contains  not  less  than  85  percent  of  the 
2-chloroprocaine  salt  of  penicillin  O  and 
not  more  than  0.5  percent  of  the  2-chlo¬ 
roprocaine  salt  of  penicillin  G.  Each 
such  drug  is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  ^850 
units  per  milligram. 

(2)  It  is^sterile. 

(3)  It  is*  nonpsrrogenic. 

(4)  It  is  nontoxic. 

(5)  Its  moisture  content  is  not  more 
than  4.2  percent. 


(6)  Its  pH  in  saturated  aqueous  solu¬ 
tion  is  not  less  than  5.0  and  not  more 
than  7.5. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  8.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destroying  the 
seal,  and  shall  be  of  such  composition 
as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling.  Each  package  of 
chloroprocaine  penicillin  O  shall  bear  on 
its  outside  wrapper  or  container  and  the 
immediate  container,  as  hereinafter  in¬ 
dicated,  the  following: 

*  (1)  The  batch  mark. 

(2)  The  weight  of  the  drug  and  the 
number  of  units  in  the  immediate  con¬ 
tainer. 

(3)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  which  is  36  months  after 
the  month  during  which  the  batch  was 
certified. 

(4)  The  statement  ‘Tor  manufactur¬ 
ing  use  only.” 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  fear  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person 
who  requests  certification  of  a  batch 
of  chloroprocaine  penicillin  O  shall  sub¬ 
mit  with  his  request  a  statement  show¬ 
ing  the  batch  mark,  the  number  of 
packages  of  each  size  in  the  batch, 
the  weight  of  the  drug  and  the  num¬ 
ber  of  units  in  each  package,  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  the  batch  was  com¬ 
pleted.  Such  request  shall  be  accom¬ 
panied  or  followed  by  the  results  of  tests 
and  assays  made  by  him  on  the  batch  for 
potency,  sterility,  toxicity,  pyrogens, 
moisture,  pH.  crystallinity,  chloropro¬ 
caine  penicillin  O  content,  and  ch^ro- 
procaine  penicillin  G  content. 

(2)  Such  person  shall  submit  in  con¬ 
nection  with  his  request  an  accurately 
representative  sample  of  the  batch: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  ap¬ 
proximately  300  milligrams  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  chloroprocaine  penicillin  O  is  to 
be  used,  the  manufacturer  of  a  batch 
which  is  so  used  may  request  the  Corn- 
missioner  to  make  check  tests  and  assays 
on  a  sample  of  such  batch  taken  as  pre¬ 
scribed  by  subparagraph  (2)  of  this 
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paragraph.  From  the  information  re¬ 
quired  by  subparagraph  (1)  of  this  para¬ 
graph  may  be  omitted  results  of  tests 
and  assays  not  required  for  the  batch 
when  used  in  such  other  drug.  The 
Conunissioner  shall  report  to  such  man¬ 
ufacturer  results  of  such  check  tests  and 
assays  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  Immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i)  and 
(3)  of  this  section;  $10.00  for  all  con¬ 
tainers  submitted  in  accordance  with 
paragraph  (d)  (2),(i)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  ex- 
amination  of  such  immediate  containers 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter, 
for  the  issuance  of  a  certificate,  the  cost 
of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146a.80  Chloroprocaine  penicillin  O 
for  aqueous  injection. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloroprocaine 
penicil^  O  for  aqueous  injection  is  a 
dry  mixture  of  chloroprocaine  penicillin 
O  and  one  or  more  suitable  and  harmless 
suspending  or  dispersing  agents,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  buffer  substances.  It  is  so  purified 
and  dried  that: 

(1)  It  is  sterile. 

(2)  Its  moisture  content  is  not  more 
than  4.2  percent. 

(3)  It  is  nonpyrogenic. 

(4)  It  is  nontoxic. 

(5)  Its  pH  in  saturated  aqueous  solu¬ 
tion  is  not  less  than  5.0  and  not  more 
than  7.5. 

The  chloroprocaine  penicillin  O  used 
conforms  to  the  requirements  of  §  146a.79 
(a).  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.  S.  P.  or 
N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destro3dng  such 
seal,  and  shall  be  of  such  composition 
as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded.  In  case  it  is  packaged  for  dis¬ 
pensing,  it  shall  be  in  immediate  con¬ 
tainers  of  colorless,  transparent  glass, 
closed  by  a  substance  through  which  a 
hypodermic  needle  may  be  Introduced 
and  withdrawn  without  removing  the 
closure  or  destroying  its  effectiveness. 
Each  such  container  shall  contain  300,- 


000  units,  600,000  units,  900,000  units, 
1,200,000  units,  1,500,000  units,  or  3,000,- 
000  units,  unless  it  is  intended  solely  for 
veterinary  use  and  is  conspicuously  so 
labeled.  Each  such  container  may  be 
packaged  in  combination  with  a  con¬ 
tainer  of  a  suitable  aqueous  diluent. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  requirements  of 
§  1.106(b)  of  this  chapter  (regulations 
issued  imder  section  502(f)  of  the  act), 
each  package  shall  bear  on  its  label  and 
labeling,  as  hereinafter  indicated,  the 
following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  36  months  after  the  month  during 
which  the  batch  was  certified. 

(ii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  the 
conditions  under  which  suspensions 
made  from  such  drug  should  be  stored, 
and  the  statement  “Sterile  suspension 
may  be  kept  at  room  temperature  for  1 
week,  or  in  refrigerator  for  3  weeks, 
without  significant  loss  of  potency.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complsdng  with 
the  requirements  of  §  146.2  of  this 
chapter,  a  person  who  requests  certi¬ 
fication  of  a  batch  of  chloroprocaine 
penicillin  O  for  aqueous  injection  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number 
of  packages  of  each  size  in  such  batch, 
the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on 
which  the  latest  assay  of  the  chloropro¬ 
caine  penicillin  O  used  in  making  such 
batch  was  completed,  the  number  of 
units  in  each  of  such  packages,  the  quan¬ 
tity  of  each  ingredient  used  in  making 
the  batch,  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed,  and  a  statement  that 
each  ingredient  used  in  making  the  batch 
conforms  to  the  requirements  prescribed 
therefor,  If  any,  by  this  section.  If  such 
batch,  or  any  part  thereof,  is  to  be  pack- 
aged  with  a  solvent,  such  request  shall 
also  be  accompanied  by  a  statement  that 
such  solvent  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency,  sterility, 
moisture,  pyrogens,  toxicity,  pH. 

(li)  The  chloroprocaine  penicillin  O 
used  in  making  the  batch;  potency 
crystallinity,  penicillin  O  content,  and 
penicillin  O  content 


(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  coxmection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate  con¬ 
tainers. 

(b)  For  sterility  testing;  10  immedi¬ 
ate  containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  chloroprocaine  penicillin  O 
used  in  making  the  batch:  six  packages 
containing  approximately  equal  por¬ 
tions  of  not  less  than  300  milligrams 
each. 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  Ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5.0 
grams. 

(iv)  In  case  of  an  initial  request  for 
the  certification  of  a  batch  of  chloro¬ 
procaine  penicillin  O  for  aqueous  injec¬ 
tion  which  is  to  be  packaged  in  combina¬ 
tion  with  an  aqueous  diluent  which  is 
not  recognized  by  the  U.  S.  P.,  or  when 
any  change  is  made  in  the  composition 
of  such  diluent,  five  packages  of  the 
diluent  included  in  the  combination. 

(4)  If  such  batch  is  packaged  for  re- 
I^cking,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  .10 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  not 
less  than  approximately  300  milligrams 
taken  from  different  parts  of  such  batch, 
and  each  shall  be  packaged  in  accord¬ 
ance  with  the  requirements  of  paragraph 
(b)  of  this  section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraphs  (d)  (3)  (i) 
(a),  (ii),  (iii),  and  (iv)  and  (4)  (i)  of 
this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (b)  and  (4)  (ii)  of  this  section.” 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  exami¬ 
nation  of  such  immediate  containers, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  8  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
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request  for  certification  unless  such  fee 
is  covered  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146^  (d) 
of  this  chapta*. 

§  1 Penicillin-slreptoiitycin  vag¬ 
inal  samxMitoriea;  penicillin-dihy- 
drostreptomjcia  vaginal  supposi¬ 
tories. 

<a)  Penicillin  -  streptomycin  vaginal 
suppositories  and  penicillin-dihydro- 
streptomycin  vaginal  suppositories  con¬ 
form  to  all  requirements  prescribed  by 
5  146a.36  for  penicillin  vaginal  supposi¬ 
tories  and  are  subject  to  all  procedures 
prescribed  by  that  section  for  penicillin 
vaginal  suppositories,  except  that: 

(1)  Each  suppository  shall  contain  not 
less  than  200  milligrams  of  streptomycin 
or  dihydrostreptomycin.  The  slxeptomy- 
cin  used  conforms  to  the  standards  pre¬ 
scribed  by  §  146b.l01  (a)  of  this  chapter, 
except  §  146b.l01  (a)  (2) .  (3) .  (4) .  and 
(5).  The  dihydrostreptomycin  used  con¬ 
forms  to  the  standards  prescribed  by 
S  146b.l03  of  this  chapter,  except  the 
standards  for  sterility,  toxicity,  pyrogens, 
and  histamine. 

(2)  [Reserved! 

(3)  In  addition  to  compljdng  with  the 
requirements  of  §  146a.36  (d),  a  person 
who  requests  certification  of  a  batch  of 
penicillin-streptomycin  vaginal  sup¬ 
positories  or  penicillin-dihydrostrepto¬ 
mycin  vaginal  suppositories  shall  submit 
with  his  request  a  statement  showing  the 
batch  mark  and  (unless  it  was  previously 
submitted)  the  results  and  the  date  of 
the  latest  tests  and  assays  of  the  strepto¬ 
mycin  or  dihydrostreptomycin  used  in 
making  the  batch  for  potency,  moisture, 
pH.  streptom3rcln  content  if  it  is  dihy¬ 
drostreptomycin  and  crystallinity  if  it  is 
crystalline  dihydrostreptomycin,  and  the 
number  of  units  of  penicillin  and  the 
number  of  milligrams  of  streptomycin 
or  dihydrostreptomycin  in  each  suppos¬ 
itory  in  the  batch.  He  shall  also  submit 
in  connection  with  his  request  (unless  it 
was  previously  submitted)  a  sample  con¬ 
sisting  of  6  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than  0.5 
gram  each  of  the  streptomycin  or  dihy¬ 
drostreptomycin  used  in  making  the 
batch,  packaged  in  accordance  with  the 
requirements  of  §  146b.l01(b)  of  this 
chapter. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (a)  (3)  of 
this  section  shall  be: 

(1)  $1.00  for  each  suppository  sub¬ 
mitted  in  accordance  with  the  require¬ 
ments  of  §  146a.36(d)  (3)  (i)  (a)  and  (c) . 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  streptomycin  or  dihydrostrep¬ 
tomycin  submitted. 

§  146a.82  Penicillin-«trepU>mycin-baci- 
tracin  dental  paste;  penicillin-dihy- 
drostreptomycin-bacitracin  dental 
paste. 

(a)  Standards  of  ^entity,  strength, 
quality,  and  purity.  Penicillin-strepto- 
mycin-baeitraeln  dmtal  paste  and  peni¬ 
cillin  -  dihydrostreptomycln  -  bacitracin 
dental  paste  is  calcium  penicillin,  crys¬ 
talline  sodium  or  potassium  penicillin, 
or  procaine  penicillin,  streptomycin  or 
dihydrostr^tomycin,  bacitracin,  and  so¬ 
dium  caprylate  in  a  suitable  and  harm¬ 


less  base.  Its  moisture  content  is  not 
more  than  2  percent.  It  contains  not 
less  than  200,000  units  of  penicillin,  not 
less  than  2.000  units  of  bacitracin,  and 
not  less  than  0.20  gram  of  streptomycin 
or  dihydrostreptomycin  per  milliliter. 
The  calcium  penicillin  or  crystalline 
penicillin  used  conforms  to  the  require- 
m^ts  of  1 14ea.24  (a)  except  the  limita¬ 
tion  on  penicillin  K  content,  and  except 
subparagraphs  (1)  and  (4)  of  that 
paragraph,  but  its  potency  is  not  less 
than  300  units  per  milligram.  The 
procaine  penicillin  used  conforms  to  the 
requirements  of  §  146a.44  (a)  except  sub- 
t>aragraph  (3)  of  that  paragraph.  The 
streptomycin  used  conforms  to  the 
standards  prescribed  by  §  146b.l01  (a) 
of  this  chapter  except  subparagraphs 
(4)  and  (5)  of  that  paragraph.  The  di¬ 
hydrostreptomycin  used  conforms  to  the 
standards  prescribed  by  §  146b.l03  of 
this  chapter  except  the  standards  for 
pyrogens  and  histamine.  The  bacitra¬ 
cin  used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146e.401  (a)  of  this 
chapter  except  §  146e.401(a)  (4)  and 
(8). 

(b)  Packaging.  The  drug  shall  be 
packaged  in  immediate  containers  of 
transparent  glass  which  meet  the  test 
for  tight  containers  as  defined  by  the 
U.  S.  P.  Each  such  glass  container  shall 
be  so  sealed  that  the  contents  cannot  be 
used  without  destroying  such  seal  and 
shall  be  closed  by  a  substance  through 
which  a  hypodermic  needle  may  be  intro¬ 
duced  and  withdrawn  without  destroying 
its  effectiveness.  The  immediate  con¬ 
tainer  and  closure  shall  be  such  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards.  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 

(c)  Labeling.  In  addition  to  the  label¬ 
ing  requirements  prescribed  by  §  1.106 
(b)  of  this  chapter  (regulations  issued 
under  section  502(f)  of  the  act),  each 
package  of  the  drug  shall  bear  on  the 
outside  wrapper  or  container  and  the 
immediate  container  the  following: 

(1)  The  statement,  “For  endodontic 
use  only.” 

(2)  The  statement,  “Expiration  date 

- ,”  the  blank  being  filled  in 

with  the  date  that  is  not  more  than  12 
months  after  the  month  during  which 
the  batch  was  certified,  except  that  the 
blank  may  be. filled  in  with  the  date  that 
is  18  months  after  the  month  during 
which  the  batch  was  certified  if  the  per¬ 
son  who  requests  certification  has  sub¬ 
mitted  to  the  Commissioner  results  of 
tests  and  assasrs  showing  that  such  drug 
as  prepared  by  him  is  stable  for  such 
period  of  time. 

(3)  On  the  circulEir  or  other  labeling 
within  or  attached  to  the  package,  if  it 
Is  packaged  for  dispensing,  adequate  di¬ 
rections  and  warnings  for  its  use 
practitioners  licensed  by  law  to  adminis¬ 
ter  such  drug. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  comphdng  with  the 
requirements  of  §  146.2  of  this  ch^ter,  a 
person  who  requests  eerUficati<m  of  a 
batch  of  penicillin-streptomyein-baci- 


tracin  dental  paste  or  p^cillin-dihydro- 
streptomycin-bacitracin  dental  paste 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark,  the 
number  of  pcu:kages  of  each  size  in 
such  batch,  the  batch  mark,  and  (un¬ 
less  they  were  previously  submitted) 
the  dates  of  the  latest  tests  and  assays 
of  the  penicillin,  streptcmiycin  or  dihy¬ 
drostreptomycin.  and  bacitracin  used  in 
making  the  batch. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of : 

(i)  The  batch;  potency,  sterility,  and 
moisture. 

(ii)  The  penicillin  used  in  making  the 
batch;  potency,  toxicity,  sterility,  mois¬ 
ture.  pH.  crystallinity  if  it  is  crystalline 
penicillin,  heat  stability  if  it  is  ci^stal- 
line  sodium  or  potsissium  penicillin,  the 
penicilln  G  content  if  it  is  crystalline  so¬ 
dium  or  potassium  penicillin  G,  and  the 
procaine  penicillin  G  content  if  it  is  pro¬ 
caine  penicillin  G. 

(iii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
potency,  toxicity,  sterility,  moisture, 
pH,  streptomycin  content  if  it  is  dihy¬ 
drostreptomycin.  and  crystallinity  if  it 
is  crystalline  dihydrostreptomycin  sul¬ 
fate. 

(iv)  The  bacitracin  used  in  making 
the  batch;  potency,  toxicity,  sterility, 
moisture,  pH,  and  ash  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  7  pack¬ 
ages. 

(b)  For  sterility  testing;  10  packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
e(iual. 

(ii)  The  penicillin  used  in  making  the 
batch: 

(a)  For  all  tests  except  sterility;  5 
packages,  or  in  the  case  of  cr3rstalline 
penicillin,  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams  if  it  is  not  procaine 
penicillin,  and  not  less  than  300  milli¬ 
grams  if  it  is  procaine  penicillin. 

(b)  For  sterility  testing;  10  packages, 
each  coiitaining  approximately  equal 
portions  of  300  milligrams. 

Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§146a.24  (b)  or  9  146a.44  (b>. 

(iii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 

(a)  For  all  tests  except  sterility;  5  / 
packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram. 

(b)  For  sterility  testing;  10  pa(diages, 
each  containing  approximately  equal 
portions  of  0.5  gram. 
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Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
S  146b.l01  (b)  of  this  chapter. 

(iv)  The  bacitracin  used  in  making 
the  batch: 

(a)  For  all  tests  except  sterility;  6 
packages,  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram. 

(b)  For  sterility  testing;  10  packages, 
each  containing  approximately  equal 
portions  of  0.5  gram. 

Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146e.401  (b)  of  this  chapter. 

(V)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii),  (iii),  and  (iv)  of  this 
paragraph,  and  no  sample  referred  to  in 
subparagraph  (3)  (ii),  (iii).  and  (iv)  of 
this  paragraph,  is  required  if  such  result 
or  sample  has  been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
penicillin-streptomycin-bacitracin  den¬ 
tal  paste  or  penicillin-dihydrostrepto- 
mycin-bacltracii.  dental  paste  under  the 
regulations  in  this  part  shall  be ; 

(1)  $4.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii)  (a),  (iii)  (a), 
(iv)  (o),  and  (v)  of  this  section;  $6.00 
for  each  immediate  container  submitted 
in  accordance  with  paragraph  (d  (3) 
(i)  (a)  of  this  section;  $4.00  for  each 
immediate  container  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (ii) 

(a)  of  this  section;  $10.00  for  all  con¬ 
tainers  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (b),  (ii)  (b),  (iii) 

(b) ,  and  (iv)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  investi¬ 
gations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146a.83  Procaine  penicillin-streptomy¬ 
cin-neomycin-erythromycin  in  oil ; 
procaine  penicillin-dihydrostrepto- 
mycin-neomycin-erythromycin  in  oil. 

Procaine  penicillin-streptomycin-neo- 
mycln-er3rthromycln  in  oil  and  procaine 
penicillin-dihydrostreptomycin  -  neomy- 
cin-enrthromycin  in  oil  conform  to  all 
requirements  and  are  subject  to  all  pro¬ 
cedures  prescribed  by  §  146a.89  for  pro¬ 
caine  penicillin-streptomycin-neomycin 
in  oil  and  procaine  penicillin-dihydro- 
streptomycin-neomycin  in  oil,  except 
that: 

(a)  (1)  It  contains  not  less  than  5.0 
milligrams  of  erythromycin  per  milli¬ 
liter.  except  if  it  is  Intended  solely  for 
use  in  the  eyes  and  ears  of  veterinary 
animals  and  it  is  conspicuously  so  labeled 
it  may  contain  not  less  than  3.5  milli¬ 
grams  per  milliliter.  The  ersrthromycin 


used  conforms  to  the  standards  pre¬ 
scribed  by  §  146b.l21(a)  of  this  chapter. 

(2)  If  it  is  intended  solely  for  use  in 
the  eyes  and  ears  of  veterinary  animals 
and  is  conspicuously  so  labeled,  it  may 
contain  chlorhexidine  dihydrochloride 
(bis-(p-chlorophenyl  diguanido)  -hexane 
dihydrochloride) . 

(b)  Each  package  shall  also  bear  on  its 
label  and  labeling,  if  it  contains  the  ac¬ 
tive  ingredient  specified  in  paragraph 
(a)  (2)  of  this  section,  after  the  name 
“procaine  penicillin  -  streptomycin  -  ne¬ 
omycin-erythromycin  in  oil”  or  “procaine 
penicillin  -  dihydrostreptomycin  -  eryth¬ 
romycin  in  oil,”  wherever  it  appears, 

the  words  “with  _  (the 

blank  being  filled  in  with  the  words 
‘chlorhexidine  dihydrochloride’) ,”  in 
juxtaposition  with  such  name. 

(c)  In  addition  to  complying  with  the 
requirements  of  §  146a.89  (c),  a  person 
who  requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  number  of  milligrams  of 
erythromycin  in  each  milliliter  of  the 
batch,  the  batch  mark,  and  (unless  they 
were  previously -submitted)  the  results 
and  the  date  of  the  latest  tests  and  as¬ 
says  of  the  erythromycin  used  in  making 
the  batch  for  potency,  moisture.  pH, 
and  color-identity  test.  He  shall  also 
submit  in  connection  with  his  request 
a  sample  consisting  of  not  less  than  eight 
immediate  containers  of  the  batch  and 
(unless  it  was  previously  submitted)  a 
sample  consisting  of  5  packages  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram  each  of  the  erythro¬ 
mycin  used  in  making  the  batch. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  paragraph  (c)  of  this 
section  shall  be: 

(1)  $6.00  for  each  Immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  erythromycin  used  in  mak¬ 
ing  the  batch. 

§  146a.84  Penicillin  and  dihydrostrepto- 
mycin-streptomycin  sulfates  veteri¬ 
nary;  procaine  penicillin  in  dihydro¬ 
streptomycin-streptomycin  sulfates 
solution  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  P^cillin  and  dihy- 
drostreptomycin-streptomycin  sulfates 
veterinary  and  procaine  penicillin  in  di- 
hydrostreptomycin-streptomycln  sul¬ 
fates  solution  veterinary  conform  to  the 
standards  prescribed  by  §  146b.ll3(a)  of 
this  chapter  for  dihydrostreptomycin- 
streptomycin  sulfates  veterinary,  except 
that: 

(1)  It  contains  dry  pro<»ine  penicil¬ 
lin.  benzathine  penicillin  O.  crystalline 
penicillin  O,  chloroprocaine  penicillin  O, 
crystalline  sodium  penicillin  or  potas¬ 
sium  penicillin,  or  a  mixture  of  any  com¬ 
bination  of  such  salts,  or  it  contains  pro¬ 
caine  penicillin  suspended  in  an  aqueous 
solution  of  dihydrostreptomycin-strepto- 
mycin  sulfates.  The  procaine  penicil¬ 
lin  used  conforms  to  the  requirements 
prescribed  by  S  146a.44  (a) .  The  crystal¬ 
line  penicillin  used  conforms  to  the  re¬ 
quirements  prescribed  for  crystalline 
penicillin  by  S  146a.24  (a) .  The  benza¬ 
thine  penicillin  Q  used  conforms  to  the 
requirement  prescribed  by  S  146a.68  (a). 


The  crystalline  penicillin  O  used  con¬ 
forms  to  the  requirements  prescribed  by 
8  146a.24  (a) .  The  chloroprocaine  peni¬ 
cillin  O  used  conforms  to  the  require¬ 
ments  prescribed  by  8  146a.79  (a) . 

(2)  It  may  contain  suitable  and  harm¬ 
less  buffer  substances,  preservatives, 
suspending,  dispersing,  and  stabilizing 
agents.  Each  such  substance,  if  its 
name  is  recognized  in  the  U.  S.  P.  or 

N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(3)  The  moisture  content  of  the  dry 
mixture  is  not  more  than  3.5  percent, 
except  if  it  contains  procaine  penicillin 
or  chloroprocaine  penicillin  O,  its  mois- , 
ture  content  is  not  more  than  4.2  percent, 
and  if  it  contains  benzathine  penicillin 
O  its  moisture  content  is  not  more  than 
6  percent. 

(4)  The  pH  of  a  solution  or  a  suspen¬ 
sion  prepared  as  directed  in  its  labeling 
is  not  less,  than  5.0  and  not  more  than 
7.5. 

(b)  Packaging.  It  shall  be  packaged 
in  accordance  with  the  requirements 
prescribed  by  8 146b.ll3  (b)  of  this 
chapter,  except  that  each  immediate 
container  or  each  milliliter'shall  contain 
not  less  than  300,000  units  of  penicillin, 

O. 125  gram  dihydrostreptomycin,  and 
0.125  gram  streptomycin. 

(c)  Labeling.  If  it  is  a  dry  mixture  it 
shall  be  labeled  in  accordance  with  the 
requirements  prescribed  by  8  146a.58(c) . 
If  it  is  a  suspension  of  the  drug,  it  shall 
be  labeled  in  accordance  with  the  re¬ 
quirements  prescribed  by  8  146a.67(c). 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the  re¬ 
quirements  of  8  146b.ll3  (d)  (1)  of  this 
chapter,  a  lierson  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  a  statement 
showing  the  dates  on  which  the  latest 
assays  of  the  penicillin  used  in  making 
the  batch  were  completed  (unless  they 
were  previously  submitted),  the  batch 
marks,  and  the  content  of  each  salt  of 
penicillin  in  each  container. 

(2)  Except,  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  results  of  the  tests  and 
assays  listed  after  each  of  the  following 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch:  content  of  each  salt  of 
penicillin,  content  of  dihydrostreptomy¬ 
cin  and  streptomycin,  sterility,  toxicity, 
pyrogens,  moisture  (if  it  is  the  dry  mix¬ 
ture)  .  and  pH. 

(ii)  The  procaine  penicillin  used  in 
making  the  batch;  potency,  crystallinity, 
penicillin  K  content  (unless  it  is  peni¬ 
cillin  Q)  and  the  penicillin  O  content  if 
it  is  procaine  penicillin  Q. 

(iU)  The  crystalline  sodium  or  potas¬ 
sium  penicillin  used  in  making  the 
batch;  potency,  cnrstallinity,  heat  stabil¬ 
ity,  pencillin  K  content  (unless  it  is  crys¬ 
talline  penicillin  O).  and  the  penicillin 
Q  content  if  it  is  crystalline  penicillin  O. 

(iv)  The  benzathine  penicillin  Q  used 
in  making  the  batch;  potency,  crystal¬ 
linity.  and  penicillin  O  content. 

(V)  The  crystalline  penicillin  O  used 
in  making  the  batch;  potency,  crystal¬ 
linity,  heat  stability,  penicillin  O  con¬ 
tent,  and  penicillin  G  content 
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(vi)  The  chloroprocaine  pAnii»iiHn  o  Each  such  portion  shall  be  taken  from  number  of  units  of  benzathine  penicillin  . 
ua^  in  making  the  batch;  potoicy.  a  different  part  of  such  batch  and  each  Q  in  each  container  of  the  batch.  He 
crystallinity,  ehloroprocaine  penicillin  O  be  packaged  in  a  separate  con-  shall  also  submit  in  connection  with  his 

^nntont,  an^  chloToprocaine  pAniHiiin  Q  taincT  and  in  accordance  with  the  re-  request  a  sample  consisting  of  three 
content.  quirements  of  paragraph  (b)  of  this  packages  containing  approximately  equal 


(vii)  The  dihydrostreptomycin  and 
str^tomycin  used  in  making  the  batch; 
potency,  Mfttamina  content,  and  crystal¬ 
linity  if  tb  is  crystalline  dihydrostrep¬ 
tomycin. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if. 
such  batch  is  packaged  fqr  dispensix^g 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5.000  im¬ 
mediate  containers  in  such  batch,  but  in- 
no  case  less  than  13  (14,  if  it  contains 
benzathine  penicillin  O)  or  more  than  19 
immediate  containers. 

(b)  For  sterility  testing:  10  immedi¬ 
ate  containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervsds  throughout  the  entire  time  of 
packaging  the  batch  that  the  quanti¬ 
ties  packaged  during  the  intervals  are 
approximately  equal.' 

(ii)  The  procaine  penicillin  used  in 
making  the  batch;  3  packages  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram,  each  packaged  in 
accordance  with  the  requirements  of 
fl46a.44(b). 

(lil)  The  crystalline  penicillin  used  in 
making  the  batch;  3  packages  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  250  milligrams,  each  packaged 
in  accordance  with  the  requirements  of 
1 146a.24  (b). 

(iv)  The  benzathine  penicillin  G  used 
in  making  the  batch;  3  packages  con¬ 
taining  approximately  equal  portions  of 
not  less  than  0.5  gram  each,  packaged 
in  accordance  with  the  requirements  of 
fl46a.68  (b). 

(V)  The  crsrstalUne  penicillin  O  and 
the  ehloroprocaine  penicillin  O  used  in 
making  the  batch;  3  packages  of  each, 
containing  approximately  equal  por¬ 
tions  of  not  less  than  300  milligrams 
each,  packaged  in  accordance  with  the 
requirements  of  S  146a.24  (b)  and 

1 146a.79  (b). 

(vi)  The  dihydrostreptomycin  and 
streptomycin  used  in  making  the  batch; 
6  packages  of  each  salt  containing  ap- 
proximatehr  equal  portions  of  not  less 
than  0.5  gram,  each  packaged  in  ac¬ 
cordance  with  the  requirements  of 
1 146b.l01  (b)  of  this  chapter. 

(vii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient 
used  in  making  the  batch;  one  package 
of  each  containing  approximately  5.0 
grams. 

(4)  If  such  batch  is  padcaged  for  re¬ 
packing  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following; 

(1)  For  an  tests  except  stollity;  13 
(14.  if  it  contains  benzathine  penicillin 
Q)  approximately  equal  portions  at  at 
least  2.0  grams. 

(li)  For  sterility  testing;  10  approxi¬ 
mately  equal  portions  of  at  0.5 
gram. 


section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (U),  (iii),  (iv).  (v),  (vi).  and 
(vii)  of  this  paragraph,  and  no  sample 
referred  to  in  subparagraph  (3)  (ii), 
(lil),  (iv).  (V).  and  (vi)  of  this  para- 
gnu>h.  is  required  if  such  result  or  sam¬ 
ple  has  been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part 
shaU  be: 

(1)  $4.00  for  each  immediate  contain¬ 
er  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (ii),  (iii).  (iv),  (v),  (vi), 
and  (vii)  of  this  section;  $6.00  for  each 
immediate  container  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) 
and  (4)  (i)  of  this  section;  $10.00  for  all 
containers  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  sec¬ 
tion;  $10.00  for  all  containers  submitted 
in  accordance  with  paragraph  (d)  (4) 
(ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  S  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigation. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146a.85  Benzathine-procaine*  buffered 
crystalline  penicillins  for  aqueous 
injection. 

Benzathine-procaine-buffered  crystal¬ 
line  penicillins  for  aqueous  injection 
conforms  to  all  requirements  prescribed 
by  §  146a.50  for  procaine  penicillin  and 
buffered  cn^talline  penicillin  for  aque¬ 
ous  injection,  except  pait^raph  (b)  of 
that  section  and  is  subject  to  all  proce¬ 
dures  prescribed  by  §  146a.50  for  pro¬ 
caine  penicillin  and  buffered  crystalline 
penicillin  for  aqueous  injection,  except 
that: 

(a)  Each  immediate  container  shall 
contain  not  less  than  200,000  units  of 
benzathine  penicillin  Q,  200,000  units  of 
procaine  penicillin,  and  100,000  units  of 
buffered  aystalline  penicillin.  The 
benzathine  penicillin  G  used  conforms 
to  the  requirements  prescribed  therefor 
by  §  146a.68. 

(b)  Its  moisture  content  is  not  more 
than  6  percent 

(c)  In  addition  to  complying  with  the 
requirements  of  §  146a.50(d),  a  person 
who  requests  certification  of  a  batch  of 
benzathine  procaine-buffered  cnrstalline 
penicillins  for  aqueous  injection  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  and  (unless  it 
was  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and  assays 
of  the  benzathine  penicillin  G  used  in 
making  the  batch  for  potency,  cnrstal- 
linity,  and  penicillin  G  content,  and  the 


portions  of  not  less  than  0.5  gram  each  of 
the  benzathine  penicillin  G  used  in  mak¬ 
ing  the  batch.  If  such  batch  is  packaged 
for  repacking,  each  portion  in  the  sam¬ 
ple  required  by  9  146a.50(d)  shall  con¬ 
sist  of  approximately  0.5  gram  in  lieu 
of  400  milligrams. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (c)  of  this 
section  shall  be: 

(1)  $6.00  for  each  immediate  container 
of  the  batch  submitted  in  accordance 
with  §  146a.47(d)  (3)(i)(a)  and  (4)(i). 

(2)  $4.00  for  each  immediate  container 
of  benzathine  penicillin  G  submitted  in 
accordance  with  paragraph  (c)  of  this 
section. 

§  146a.86  Benzathine  penicillin  C  and 
procaine  penicillin  for  aqueous  in¬ 
jection. 

Benzathine  penicillin  G  and  procaine 
penicillin  for  aqueous  injection  conforms 
to  all  requirements,  and  is  subject  to  all 
procedures,  prescribed  by  §  146a.77  for 
benzathine  penicillin  G  for  aqueous  in¬ 
jection,  except  that: 

(a)  Each  container  shall  contain  not 
less  than  300,000  units  of  benzathine 
penicillin  G  and  not  less  than  300,000 
units  of  procaine  penicillin.  The  pro¬ 
caine  penicillin  used  conforms  to  the 
requirements  prescribed  therefor  by 
9  146a.44  (a) . 

(b)  If  it  is  the  dry  mixture  of  the 
drug,  its  moisture  content  is  not  more 
than  6.0  percent 

(c)  In  lieu  of  the  directions  for  label¬ 
ing  prescribed  by  9  146a.77(c)  (1)  (i)  (a), 
each  package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  statement,  “Expiration 

date _ ,”  the  blank  being  filled 

in,  if  it  is  the  aqueous  suspension  of  the 
drug,  with  the  date  that  is  18  months 
(except  that  the  blank  may  be  filled  in 
with  the  date  that  is  24  months,  if  the 
person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  for 
it)  or,  if  it  is  the  dry  mixture  of  the 
drug,  with  the  date  that  is  36  months 
after  the  month  during  which  the  batch 
was  certified. 

(d)  In  addition  to  complying  with  the 
requirements  of  9  146a.77  (d) ,  a  person 
who  requests  certification  of  a  batch  of 
benzathine  penicillin  G  and  procaine 
penicillin  for  aqueous  injection  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  and  (im- 
les  it  was  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  procaine  penicillin 
used  in  making  the  batch  for  potency, 
crystallinity,  penicillin  K  content  (im- 
less  it  is  procaine  penicillin  G)  and  the 
penicillin  G  content  if  it  is  procaine 
penicillin  G.  and  the  number  of  units  of 
procaine  penicillin  in  each  milliliter  of 
the  batch,  if  it  is  the  aqueous  suspension 
of  the  drug,  or  the  number  of  units  of 
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procaine  penicillin  in  each  package  of 
the  batch,  if  it  is  the  dry  mixture  of  the 
drug.  He  shall  also  submit  in  con¬ 
nection  with  his  request  a  sample  con¬ 
sisting  of  three  packages  containing 
approximately  equal  portions  of  not  less 
than  500  milligrams  each  of  the  procaine 
penicillin  used  in  making  the  batch.  If 
such  batch  is  packaged  for  repacking, 
each  portion  in  the  sample  required  by 
§  146a.77  (d)  (4)  (i)  shall  consist  of  the 
equivalent  of  approximately  600  milli¬ 
grams  in  lieu  of  300  milligrams. 

(e)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  reg^ations  in  this 
section  shall  be; 

<1)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  as  re¬ 
quired  by  §  l«a.77  (d)  (4)  (1). 

(2)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  of  procaine  penicil¬ 
lin  submitted  in  accordance  with  para¬ 
graph  (d)  of  this  section. 

§  146a.87  Penicillin-bacitracin-neomycin 
ointment;  penicillin-bacitracimneo- 
mycin  in  oil. 

Penicillin-bacitracin-neomycin  oint¬ 
ment  and  penicillin-bacitracin-neomy¬ 
cin  in  oil  conform  to  all  requirements 
prescribed  by  9  146a.56  for  penicillin- 
bacitracin  ointment  and  are  subject  to 
all  procedures  prescribed  by  §  146a.56  for 
penicillin-bacitracin  ointment,  except 
that: 

(a)  It  contains  not  less  than  5.0 
milligrams  of  neomycin  and  not  less 
than  250  units  of  bacitracin  per  gram, 
unless  it  is  packaged  and  labeled  solely 
for  veterinary  use.  The  neomycin  used 
conforms  to  the  standards  prescribed 
by  §  146e.410(a)  (2)  of  this  chapter,  ex¬ 
cept  the  standard  for  toxicity. 

(b)  In  addition  to  complying  with  the 
requirements  of  §  146a.56(a)  (3),  a  per¬ 
son  who  requests  certification  of  a  batch 
of  penicillin-bacitracin-neomycin  oint¬ 
ment  or  penicillin-bacitracin-neomycin 
in  oil  shall  submit  with  his  request  a 
statement  showing  the  batch  mark  and 
(unless  it  was  previously  submitted)  the 
results  and  dates  of  the  latest  tests  and 
assays  of  the  neomycin  used  in  making 
the  batch  for  potency,  moisture,  and  pH. 
He  shall  also  submit  in  connection  with 
his  request  a  sample  consisting  of  not 
less  than  seven  immediate  containers  of 
the  batch  and  (unless  it  was  previously 
submitted)  a  sample  consisting  of  five 
packages  of  the  neomycin  used  in  making 
the  batch,  containing  approximately  0.5 
gram  each. 

(c)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (b)  of  this 
section  shall  be; 

(1)  $6.00  for  each  immediate  con¬ 
tainer  in  the  batch. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  neomycin  used  in  making 
the  batch. 

§  146a.88  Penicillin-streptomycin  tab¬ 
lets;  penicUlin-dihyorostreptomycin 
tablets. 

(a)  Penicillin  -  strept(Hnycin  tablets 
and  penicillin-dihydrostreptomycin  tab¬ 
lets  conform  to  all  requirements  and  are 
subject  to  all  procedures  prescribed  by 
No.  251— Pt.  n - 18 
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9  146a.27  for  penicillin  tablets,  except 
that: 

(1)  Eatdi  tablet  contains  not  less  than 
20  milligrams  of  streptomycin  or  dihy¬ 
drostreptomycin,  exc^t  if  it  is  intended 
for  use  in  parakeets  and  canaries  each 
tablet  contains  not  less  than  2.5  milli¬ 
grams  of  streptomycin  or  dihydrostrep- 
tomycin  and  not  less  than  32,500  units 
of  penicillin.  If  the  tablets  are  intended 
for  human  use,  the  streptomycin  or  di¬ 
hydrostreptomycin  used,  conforms  to  the 
standards  prescribed  by  9  146b.l01(a)  or 
§  146b.l03  of  this  chapter,  except  the 
standards  for  sterility,  pyrogens,  and  his¬ 
tamine  content.  If  the  tablets  are  in¬ 
tended  solely  for  veterinary  use,  the 
streptomycin  or  dihydrostreptomycin 
used  may  conform  to  the  standards  pre¬ 
scribed  by  9  146b.ll4(a)  of  this  chapter. 

(2)  In  lieu  of  the  labeling  prescribed 

for  penicillin  tablets  by  9  146a.27(c)  (1) 
(ii) ,  each  package  shall  bear  on  the  out¬ 
side  wrapper  or  container  and  the  im¬ 
mediate  container  the  statement  “Ex¬ 
piration  date _ ,”  the  blank  be¬ 

ing  filled  in  witii  the  date  that  is  18 
months  after  the  month  during  which 
the  batch  was  certified. 

(3)  In  addition  to  complying  with  the 
requirements  of  9  146a.27  (d) ,  a  person 
who  requests  certification  of  a  batch  of 
penicillin-streptomycin  tablets  or  peni¬ 
cillin-dihydrostreptomycin  tablets  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and  assays 
of  the  streptomycin  or  dihydrostrepto¬ 
mycin  used  in  making  the  batch  for 
potency,  toxicity,  moisture,  pH,  strepto¬ 
mycin  content  if  it  is  dihydrostreptomy¬ 
cin,  and  crystallinity  if  it  is  crystalline 
dihydrostreptomycin,  and  the  number  of 
milligrams  of  streptomycin  or  dihydro¬ 
streptomycin  in  each  tablet  of  the  batch. 
He  shall  also  submit  in  connection  with 
his  request  (unless  it  was  previously 
submitted)  a  sample  consisting  of  five 
packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch, 
packaged  in  accordance  with  the  re¬ 
quirements  of  §  146b.l01(b)  of  .  this 
chapter. 

(b)  The  fOes  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  regulations  in 
this  section  shall  be: 

(1)  $1.00  for  each  tablet  submitted  in 
accordance  with  the  requiranents  of 
9  146a.27(d)  (3)  (i)  (a)  (f )  and  (3). 

(2)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  of  streptomycin  or 
dihydrostreptomycin  submitted  in  ac¬ 
cordance  with  paragraph  (a)  (3)  of  this 
section. 

(c)  Exemption  of  penicillin-strepto¬ 
mycin  tablets  and  penicillin-dlhydro- 
streptomycin  tablets  for  veterinary  use 
from  certification:  Penicillin-strepto¬ 
mycin  tablets  and  penicillin-dihydro¬ 
streptomycin  tablets  that  conform  to  the 
requirements  of  paragraph  (a)  of  this 
section  (except*  that  they  may  contain 
one  or  more  essential  vitamin  and  min¬ 
eral  substances  for  nutritive  purposes) 
shall  be  exempt  from  the  requirements  of 
sections  502  (1)  and  507  of  the  act,  if 
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they  comply  with  aU  the  following  con¬ 
ditions: 

(1)  They  are  Intended  solely  for  vet¬ 
erinary  use  and  are  con^iiicuously  so 
labeled. 

(2)  If  they  contain  added  vitamins  or' 
minerals,  the  labels  bear  the  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substances  are  pres¬ 
ent  only  for  furnishing  aridtt-^nnal  vita¬ 
mins  and  minerals  while  animaiR  are 
eating  less  feed. 

(3)  The  labels  bear  an  expiration  date 
that  is  not  more  than  18  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(4)  The  lab^  bear  a  statemmt  that 
solutions  prepared  with  the  drugs  are 
stable  for  not  more  than  24  hours. 

(5)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotics 
are  intended  for  the  prevention  or  treat¬ 
ment  of  the  following  conditions,  and 
further,  bears  directions  and  warnings 
adequate  for  such  use : 

(i)  Chronic  respiratory  disease  (air- 
sac  infection)  in  chickens. 

(ii)  Blue  comb  (mud  fever,  nonspecific 
infectious  enteritis)  in  poultry. 

(iii)  Bacterial  respiratory  disease 
(pneumonia,  bronchitis,  rhinitis)  and 
bacterial  .enteritis  in  parakeets  and 
canaries. 

(iv)  When  intended  for  use  in  the 
conditions  named  in  subdivision  (iii)  of 
this  subparagraph,  the  potency  must  be 
such  that,  when  used  as  directed  in  the 
labeling,  each  ounce  of  drinking  water 
contains  65,000  units  of  penicillin  and  5 
milligrams  of  streptomycin  or  dihydro¬ 
streptomycin  for  disease  prevention,  and 
130,000  units  of  penicillin  and  10  milli¬ 
grams  of  streptomycin  or  dihydrostrep¬ 
tomycin  for  use  in  disease  treatment. 

§  146a.89  Penicillin-Atreptomycin-iieo- 
mycin  in  oil ;  penicilliindihydroetreiv. 
tomycin-neomycin  in  oil;  penicillin, 
streptomycin-neomycin  ointment; 
penicillin  -  dihydroMreptomycin  -  ne<^ 
mycin  ointment. 

Penicillin-streptOmycin-neomycin  in 
oil  and  penicillin-dihydrostreptomycin- 
neomycin  in  oil  conform  to  an  require¬ 
ments  and  are  subject  to  afi  procedures 
prescribed  by  9  146a.57  for  procaine  peni¬ 
cillin  and  streptmnycin  in  oU  and  pro¬ 
caine  penicillin  and  dihydrostreptomycin 
in  oil.  Penicillin-streptomycin-neomy¬ 
cin  ointment  and  p^icillin-dihydro- 
streptomycin-neomycin  ointment  con¬ 
form  to  an  requirements  and  are  subject 
to  aU  procedures  prescribed  by  9  146a.54 
for  penicUlin -streptomycin  ointment 
and  penicillin  -  dihydrostreptomycin 
ointment,  except  that: 

(a)  (1)  Unless  it  is  intended  solely 
for  veterinary  use  and  is  comg>icuously 
so  labeled,  it  contains  not  less  than  2.0 
milligrams  of  neomycin  per  mUliUter. 
The  neomycin  used  conforms  to  the 
standards  prescribed  for  neomycin  by 
9  146e.410  (a)  (2)  of  this  chapter,  except 
the  standard  for  toxicity  (unless  it  is 
intended  tor  use  by  subcutaneous  in¬ 
jection  in  fowl) . 

(2)  If  it  is  intepded  solely  for  veteri¬ 
nary  use  and  is  conspicuously  so  labeled, 
it  may  contain  polyvinylpyrrolidone. 
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(8>  If  it  is  intended  solely  for  veteri¬ 
nary  use  in  the  eyes  and  ears  of  animals 
and  is  conspicuously  so  labeled,  it  may 
contain  chlorhexidine  dihydrochloride- 
(bis  (p-chlorophenyl-diguanido)  hexane 
dil^drochloride) . 

(b)  (1)  Its  expiration  date  shall  be  12 
months  after  the  month  during  which 
the  batch  was  certified,  except  that  the 
expiration  date  shall  be  18  months  or 
24  months  after  the  month  during  which 
the  batch  was  certified  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assa3^  showing  that  such  drug  as  pre¬ 
pared  by  him  is  stable  for  such  period 
of  time. 

(2)  On  the  label  and  labeling,  if  it 
contains  polyvinylpyrrolidone  or  chlor¬ 
hexidine,  after  the  name  “penicillin- 
streptomycin-neomycin  in  oil,”  “peni- 
cillin-dihydrostreptomycin-neomycin  in 
oil,”  “penicillin-streptomycin-neomycin 
ointment,”  or  “penicUlin-dihydrostrep- 
tomycin-neomycin  ointment,”  wherever 
such  name  appears,  the  words  “with 
polyvinylpsrrrolidone,”  or  “with  chlor¬ 
hexidine  dihydrochloride,”  in  juxtaposi¬ 
tion  with  such  name. 

(c)  In  addition  to  complsdng  with  the 

requirements  of  §  146a.54  (c)  or 

S  146a.57  (a)  (4)  ,  a  person  who  requests 
certification  of  a  batch  shall  submit  with 
his  request  a  statement  showing  the 
number  of  milligrams  of  neomycin  in 
each  milliliter  or  gram  of  the  batch, 
the  batch  mark,  and  (unless  it  was  pre¬ 
viously  submitted)  the  results  and  the 
date  of  the  latest  tests  and  assays  of  the 
neomycin  used  in  making  the  batch  for 
potency,  toxicity  (if  it  is  intended  for 
subcutaneous  injection  in  fowl),  mois¬ 
ture,,  and  pH.  He  shall  also  submit  in 
connection  with  his  request  a  sample 
consisting  of  not  less  than  7  immediate 
containers  of  the  batch  and  (unless  it 
was  previously  submitted)  a  sample  con¬ 
sist!^  of  5  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram  each  of  the  neomycin  used  in 
making  such  batch. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (c)  of  this 
section  shall  be: 

( 1 )  $6.00  for  each  immediate  container 
of  the  batch. 

(2 )  $4.00  for  each  immediate  container 
of  the  neomycin  used  in  making  the 
batch. 

§  146a.90  Procaine  penicillin  and  ben¬ 
zathine  penicillin  G  in  streptomycin 
sulfate  solution;  procaine  penicillin 
and  benzathine  penicillin  G  in  di¬ 
hydrostreptomycin  sulfate  solution 
veterinary  (procaine  penicillin  and 
benzathine  penicillin  G  in  crystalline 
dihydrostreptomycin  sulfate  solution 
veterinary). 

Procaine  penicillin'  and  benzathine 
penicillin  O  in  streptomycin  sulfate  solu-' 
tion  and  procaine  penicillin  and  benza¬ 
thine  penicillin  O  in  dihydrostreptomy- 
cin  sulfate  solution  veterinary  conform 
to  all  requirements  and  are  subject  to 
all  procedures  prescribed  by  §  146a.67 
for  procaine  penicillin  in  streptomycin 
sulfate  solution  and  procaine  penicillin 
in  dihydrostreptomycin  sulfate  solution 
veterinary  except  that: 


(a)  Each  milliliter  shall  contain  not 
less  than  100,000  units  of  procaine  peni¬ 
cillin,  not  less  than  100,000  units  of 
benzathine  penicillin  O,  and  not  less 
than  0.25  gram  of  streptomycin  sulfate 
or  dihydrostreptomycin  sulfate,  but  each 
immediate  container  shall  contain  not 
less  than  200,000  units  of  procaine  pen¬ 
icillin,  not  less  than  200,000  units  of  ben¬ 
zathine  penicillin  O,  and  not  less  than 
0.5  gram  of  streptomycin  sulfate  or  di- 
hydrostreptomycin  sulfate.  The  benza¬ 
thine  penicillin  O  used  conforms  to  the 
requirements  prescribed  by  §  146a.68  (a) . 

(b)  In  addition  to  complsdng  with  the 
requirements  of  §14ea.67(d),  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark,  and  (unless  it 
was  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and  as¬ 
says  of  the  benzathine  penicillin  G  used 
in  making  the  batch  for  potency,  crysal- 
linity,  and  penicillin  G  content,  and  the 
number  of  units  of  benzathine  penicillin 
G  in  each  milliliter  of  the  batch.  He 
shall  also  submit  in  connection  with  his 
request  a  sample  consisting  of  3  pack¬ 
ages  containing  approximately  equal 
portions  of  not  less  than  0.5  gram  each 
of  the  benzathine  penicillin  G  used  in 
making  the  batch. 

(c)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  regulations  in  this 
section  shall  be: 

(1)  $6.00  for  each  immediate  con¬ 
tainer  of  the  batch  submitted  in  accord¬ 
ance  with  §  146a.67(d)  (3)  (i)  (a)  or  (4) 
(i). 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  benzathine  penicillin  G  sub¬ 
mitted  in  accordance  with  paragraph  (b) 
of  this  section. 

§  146a.91  Benzathine  penicillin  G  and 
streptomycin ;  benzathine  penicillin 
G  and  dihydrostreptomycin  veter¬ 
inary. 

Benzathine  penicillin  G  and  strepto¬ 
mycin  and  benzathine  penicillin  G  and 
dihydrostreptomycin  veterinary  conform 
to  all  requirements  prescribed  by 
§  146a.77  for  the  dry  mixture  of  ben¬ 
zathine  penicillin  G  for  aqueous  injec¬ 
tion  and  are  subject  to  all  procedures 
prescribed  by  that  section  for  benzathine 
penicillin  G  for  aqueous  injection  except 
that: 

(a)  It  contains  not  less  than  0.5  gram 
of  streptomycin  or  dihydrostreptomycin 
for  each  100,000  units  of  benzathine 
penicillin  G. 

(b)  In  addition  to  complsdng  with  the 
requirements  of  §146a.77(d),  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark  and  (un¬ 
less  it  was  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  streptomycin  or  di¬ 
hydrostreptomycin  used  in  making  the 
batch  for  potency,  histamine  content, 
streptomycin  content  if  it  is  dihydro¬ 
streptomycin  and  crystallinity  if  it  is 
crystalline  ‘  dihydrostreptomycin,  the 
number  of  units  of  benzathine  penicillin 
G,  and  the  number  of  grams  of  strepto¬ 
mycin  or  dihydrostreptomycin  in  each 
immediate  container  of  the  batch.  He 
shall  also  submit  in  connection  with  his 


request  a  sample  consisting  of  not  less 
than  12  Immediate  containers  of  the 
batch  and  a  sample  of  the  streptomycin 
or  dihydrostreptomycin  -used  in  making 
the  batch  consisting  of  6  packages  con¬ 
taining  approximately  equal  portions  of 
not  less  than  0.5  gram  each,  packaged 
in  accordance  with  the  requirements  of 
§  146b.l01(b)  of  this  chapter. 

(c)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (b)  of  this 
section  shall  be: 

(1)  $5.00  for  each  immediate  container 
of  the  batch. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  streptomycin  or  dihydrostrep  ¬ 
tomycin  used  in  making  the  batch. 

§  J46a.92  Tablets  benzathine  penicillin 
G  and  crystalline  penicillin. 

Tablets  benzathine  penicillin  G  and 
crystalline  penicillin  conform  to  all  re¬ 
quirements  prescribed  therefor  by 
§  146a.27  for  penicillin  tablets  and  are 
subject  to  all  procedures  prescribed  by 
that  section  for  penicillin  tablets,  except 
that: 

(a)  Each  tablet  contains  not  less  than 
100,000  units  of  benzathine  penicillin  G 
and  not  less  than  100,000  units  of  crys¬ 
talline  penicillin  sodium  or  potassium 
penicillin. 

(b)  Their  moisture  content  is  not 
more  than  4  percent. 

(c)  The  fee  for  the  services  rendered 
shall  be  $1.00  for  each  tablet  submitted 
in- accordance  with  the  requirements  of 
§  146a.27(d)  (3)  (i)  (a)  (I)  and  (3). 

§  146a.93  Penicillin-streptomycin  pow¬ 
der  ;  penicillin-dihydrostreptomycin 
powder. 

Penicillin-Streptomycin  powder  and 
penicillin-dihydrostreptomycin  powder 
conform  to  all  the  requirements  and  are 
subject  to  all  procedures  prescribed  by 
§  146a.88  for  penicillin-streptomycin 
tablets  and  penicillin-dihydrostreptomy¬ 
cin  tablets,  except  that: 

(a)  Each  gram  contains  not  less  than 
50,000  units  of  penicillin  (except  if  it  is 
intended  solely  for  veterinary  use  each 
gram  contains  not  less  than  2,200  units 
of  penicillin)  and  not  less  than  5  milli¬ 
grams  of  streptomycin  or  dihydrostrep¬ 
tomycin. 

(b)  In  lieu  of  the  labeling  prescribed 
by  §  146a.88  (a)  (2) ,  each  package  shall 
bear  on  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 
number  of  imits  of  penicillin  and  the 
number  of  milligrams  of  streptomycin  or 
dihydrostreptomycin  in  each  gram  and 

the  statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
which  is  12  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified,  except 
that  the  blank  may  be  filled  in  with  the 
date  that  is  18  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  that  show  such  drug 
as  prepared  by  him  is  stable  for  such 
period  of  time.- 

(c)  In  lieu  of  the  minimum  number 
of  tablets  prescribed  by  §  146a.88  (a)  (3) , 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
sample  of  the  batch  consisting  of  1  im- 
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mediate  container  for  each  5.000  im¬ 
mediate  containers  but  in  no  case  less 
than  6  immediate  containers.  Such 
sample  shall  be  collected  by  taking  single 
immediate  containers  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(d)  The  fee  for  the  services  rendered 
with  respect  to  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  the  requirements  pre¬ 
scribed  by  paragraph  (c)  of  this  section 
shall  be  $5.00. 

(e)  Exemption  of  penicillin-strepto¬ 
mycin  powder  and  penicillin-dihydro- 
streptomycin  powder  for  veterinary  use 
from  certification:  Penicillin-strepto¬ 
mycin  powder  and  penicillin-dihydro¬ 
streptomycin  powder  that  conform  to 
the  requirements  of  this  section  (except 
that  they  may  contain  one  or  more  es¬ 
sential  vitamin  and  mineral  substances 
for  nutritive  purposes)  shall  be  exempt 
from  the  requirements  of  section  502  (1) 
and  507  of  the  act,  if  they  comply  with 
all  the  following  conditions; 

(1)  They  are  intended  solely  for  vet¬ 
erinary  use  and  are  conspicuously  so 
labeled. 

(2)  If  they  contain  added  vitamins  or 
minerals,  the  labels  bear  the  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substances  are 
present  only  for  furnishing  additional 
vitamins  and  minerals  while  animals  are 
eating  less  feed. 

(3)  The  labels  bear  an  expiration  date 
that  is  not  more  than  18  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(4)  The  labels  bear  a  statement  that 
solutions  prepared  with  the  drugs  are 
stable  for  not  more  than  24  hours. 

(5)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotics  are 
intended  for  the  prevention  or  treatment 
of  the  following  conditions,  and  further, 
bears  directions  and  warnings  adequate 
for  such  use: 

(i)  Bacterial  enteritis  in  swine. 

(ii)  Bacterial  calf  scours. 

(iii)  Cfiironic  respiratory  disease  (air- 
sac  infection)  in  chickens. 

(iv)  Blue  comb  (mud  fever,  nonspecific 
infectious  enteritis)  in  poultry. 

(V)  Infectious  sinusitis  in  poultry. 

§  14C.<.94  Dibenzylamine  penicillin  G 
(dibenzylamine  penicillin  G  salt). 

(а)  Standards  of  identity,  strength. 
Quality,  and  vurity.  Dibenzylamine  pen¬ 
icillin  O  is  the  crystalline  dibenzylamine 
salt  of  penicillin  G.  It  contains  not  less 
than  85  percent  by  weight  of  the  di¬ 
benzylamine  salt  of  penicillin  O.  Each 
such  drug  is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  975 
units  per  milligranL 

(2)  It  is  sterile. 

(3)  It  is  nontoxic. 

(4)  It  is  nonpsH’ogenic. 

(5)  Its  moisture  content  Is  not  more 
than  4.0  percent. 

(б)  Its  pH  in  saturated  aqueous  solu¬ 
tion  is  not  less  than  5.0  and  not  more 
than  7.5. 


(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destroying  the 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  cmitents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  that  are  normal  and  iinavoidable 
in  good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  shall  bear 
on  its  outside  wrapper  or  container  and 
the  inunediate  container,  as  hereinafter 
indicated,  the  following: 

(1)  The  batch  mark. 

(2)  The  weight  of  the  drug  and  the 
number  of  units  in  the  immediate  con¬ 
tainer. 

(3)  The  statement  “Expiration  date 

_ _ _ ,”  the  blank  being  filled  in 

with  the  date  which  is  18  months  after 
the  month  during  which  the  batch  was 
certified. 

(4)  The  statement  “For  manufactur¬ 
ing  use  only." 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.’* 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  compl3dng  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  the  batch,  the 
weight  of  the  drug  and  the  number  of 
units  in  each  package,  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed.  Such  re¬ 
quest  shall  be  accompanied  or  followed 
by  the  results  of  tests  and  assays  made 
by  him  on  the  batch  for  potency,  steril¬ 
ity,  toxicity,  psnrogens,  moisture,  pH, 
crystallinity,  and  the  penicillin  Q  con¬ 
tent. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  10 
packages. 

(ii)  For  sterility  test;  10  packages. 

Each  such  package  shall  contain  ap¬ 
proximately  300  milligrams  taken  from 
different  parts  of  such  batch,  and  each 
Shan  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  dibenzylamine  penicillin  G  is  to 
be  used,  the  manufacturer  of  a  batch 
that  is  to  be  so  used  may  request  the 
Commissioner  to  make  check  tests  and 
assays  on  a  sample  of  such  batch,  taken 
as  prescribed  by  subparagraph  (2)  of 
this  paragraph.  From  the  information 
required  by  subparagraph  (1)  of  this 
paragraph  may  be  omitted  results  of 
tests  and  assays  not  required  for  the 
batch  when  used  in  such  other  drug. 
The  Commissioner  shall  report  to  such 


manufacturer  results  of  sudi  check  tests 
and  assasrs  as  are  so  requested. 

(e)  Fee*.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d  )  (2)  (i)  and 
(3)  of  this  se^ion;  $10.00  for  all  cem- 
tainers  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (ii)  of 
this  section. 

(2)  H  the  Commissionef  considers  that 
investigations  other  than  the  examina¬ 
tion  of  such  batch  complies  with  the 
requirements  of  §  146.3  of  this  chapter  ■ 
for  the  issuance  of  a  certificate,  the 
cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  f  146.8  (d) 
of  this  chapter. 

§  146a.95  Dibenzylamine  penicillin  and 
potasshim  penicillin  powder,  buf¬ 
fered. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Dibenzylamine 
penicilUn  tuid  potassium  penicillin 
powder,  buffered,  is  a  dry  mixture  of 
dibenzylamine  penicillin  G  and  potas¬ 
sium  penicillin  G.  with  or  without  one  or 
more  suitable  sulfonamides,  and  with 
one  or  more  suitable  and  harmless  buffer 
substances,  colbrings,  and  flavorings.  It 
shall  contain  not  less  than  lOO.OOC  units 
of  potassium  pencillin  G  for  each  200,000 
units  of  dibenzylamine  penicillin  G.  Its 
moisture  content  is  not  more  than  1  per¬ 
cent.  Its  pH  is  not  less  than  5.5  and  not 
more  than  7.5.  The  dibeiuarlamine  pen¬ 
icillin  G  used  conforms  to  the  require¬ 
ments  of  §  146a.94  (a) .  except  subpara¬ 
graphs  (2)  and  (4)  of  that  paragraph. 
The  potassium  penicillin  used  conforms 
to  the  requirements  of  §  146a.24  (a)  for 
potassium  penicillin,  except  subpara¬ 
graphs  (2)  and  (4)  of  that  paragraph. 
Each  other  ingredient  used,  if  its  name  is 
recognized  in  the  U.  S.  P.  or  N.  P.  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  ofBcial  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeliq^  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  sectibn  502(f) 
of  the  act),  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated.  the  following: 

(i)  On  the  oufslde  wrapper  or  con¬ 
tainer  and  the  Immediate  container  the 

statement  “Expiration  date _ ,**  the 

blank  being  filled  in  with  the  date  that 
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li  12  months  after  the  month  during 
which  the  batch  was  certified. 

(ii)  If  it  contains  sulfonamides,  after 
the  name  “dibenzylamine  penicillin  and 
potassium  penicillin  powder,  buffered," 
wherever  it  iu>pears,  the  words  *Vith 
sulfonamides,"  in  juxtaposition  with 
such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  for  veterinary  use.  Its  label 
and  labeling  shall  comply  with  all  the 
requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement,  "Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,"  each  package  shall  include 
information  containing  directions  cmd 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  complsring  with  the 
requiremmits  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  dates  on 
which  the  latest  assays  of  the  dibenzyl- 
amine  penicillin  O  and  the  potassium 
penicillin  Q  used  in  making  the  batch 
were  completed,  the  number  of  units  of 
dibenzylamine  penicillin  O  and  the  num¬ 
ber  of  units  of  potassium  penicillin  Q  in 
each  container  of  the  batch,  the  date  on 
which  the  latest  assay  comprising  such 
batch  was  completed,  the  quantity  of 
each  ingredient  used  iix  making  the 
batch,  and  a  statement  that  e£u:h  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency  and  moisture. 

(ii)  The  dibenzylamine  penicillin  O 
used  in  making  the  batch;  potency,  tox¬ 
icity,  moisture,  pH,  crystallinity,  and 
penicillin  O  content. 

(iii)  The  potassium  penicillin  Q  used 
in  making  the  batch;  potency,  toxicity, 
moisture,  pH,  penicillin  G  content, 
crystallinity,  and  heat  stability. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  ,  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch ;  1  immediate  container 
for  each  5,000  inunediate  containers  in 
the  batch,  but  in  no  case  less  than  6 
immediate  containers,  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  dibenzylamine  penicillin  G 
used  in  making  the  batch;  3  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  500  milligrams 
packaged  in  accordance  with  the  re¬ 
quirements  of  S  146a.94  (b). 

(iii)  The  potassium  penicillin  G  used 
in  making  the  batch;  3  packages,  each 


containing  approximately  equal  portions 
of  not  less  than  250  milligrams  packaged 
in  accordance  with  the  requirements  of 
8  146a.24  (b). 

(iv)  m  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  1  package  of  each 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  and  (iii)  of  this  para¬ 
graph,  and  no  sample  referred  to  in  sub- 
paragraph  (3)  (ii)  and  (iii)  of  this 
paragraph,  is  required  if  such  results  or 
samples  have  been  previously  submitted. 

(e)  Fees.  The  fee  foj:  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (ii), 

(iii),  and  (iv)  of  this  section;  $5.00  for 
each  immediate  container  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  of  this  secti(m. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  ex¬ 
amination  of  such  immediate  containers 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  require¬ 
ments  of  8  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  cohered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 

§  l<t6a.96  Dibenzylamine  penicillin  and 
streptomycin  in  oil;  dibenzylamine 
penicillin  and  dihydrostreptomycin 
in  oil. 

Dibenzylamine  penicillin  and  strep¬ 
tomycin  in  oil  and  dibenzylamine  peni¬ 
cillin  and  dihydrostreptomycin  in  oil 
conform  to  all  the  requirements  pre¬ 
scribed  by  8  146a.57  for  procaine  penicil¬ 
lin  and  streptomycin  in  oil  and  procaine 
penicillin  and  dihydrostreptomycin  in  oil 
and  are  subject  to  all  procedures  pre¬ 
scribed  by  8  146a.57  for  procaine  penicil¬ 
lin  and  streptomycin  in  oil  and  procaine 
penicillin  and  dihydrostreptomycin  in 
oil,  except  that  dibenzylamine  penicillin 
is  used  in  lieu  of  procaine  penicillin. 
The  dibenzylamine  penicillin  used  con¬ 
forms  to  the  requirements  of  §  146a.94 

(a),  except  §  146a.94(a)  (2),  (3)  (unless 
it  is  intended  for  subcutaneous  injection 
in  fowl),  and  (4). 

§  146a.97  Hydrabamine  penicillin  G 

(hydrabamine  penicillin  G  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Hydrabamine  peni¬ 
cillin  G  is  the  crystalline  salt  N,N'-bis- 
(dehydroabietyl)  ethylenediamine  di¬ 
penicillin  G.  It  contains  not  less  than 
85  percent  by  weight  of  the  hydrabamine 
salt  of  penicillin  G.  It  is  so  purified  and 
dried  that: 

(1)  Its  potency  is  not  less  than  845 
units  p6r  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  2  percent. 


(4)  Its  pH  in  a  saturated  aqueous  so¬ 
lution  is  not  less  than  4.0  and  not  more 
than  7.5. 

(5)  Its  extinction  coefficient  Ej’^ 
is  not  less  than  8  at  276  millimicrons.' 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  imavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container,  as  here¬ 
inafter  indicated,  the  followixig: 

(1)  The  batch  mark. 

(2)  The  number  of  units  per  milli¬ 
gram  and  the  number  of  grams  in  the 
immediate  container. 

(3)  The  statement  "Expiration  date 

_ the  blank  being  filled  in  with 

the  date  that  is  24  months  after  the 
month  during  which  the  batch  was  cer- 
tijSed. 

(4)  The  statement  "For  use  in  the 
manufacture  of  nonparenteral  drugs 
only." 

(5)  The  statement  "Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription." 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  8  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch,  and  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  teste  and  assays  made  by  him  on  the 
batch  for  potency,  toxicity,  moisture, 
pH.  crystallinity,  the  penicillin  G  con¬ 
tent,  and  extinction  coefficient. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  10 
packages,  each  containing  approximately 
300  milligrams  taken  from  a  different 
part  of  such  batch,  packaged  in  accord¬ 
ance  with  the  requirements  of  paragraph 
(b)  of  this  section. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 


TTie  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  imless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 
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§  146a.98  Hydrabamine  penicillin  G 
oral  suspension. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Hydrabamine  peni¬ 
cillin  Q  oral  suspension  is  hydrabamine 
penicillin  G  and  one  or  more  suitable 
and  harmless  suspending  or  dispersing 
agents,  buffer  substances,  and  preserva¬ 
tives,  with  or  without  one  or  more  suit¬ 
able  and  harmless  colorings  and  flavor¬ 
ings.  Its  potency  is  not  less  than  60,000 
units  per  milliliter.  Its  pH  is  not  less 
than  5.5  and  not  more  than  7.0.  The 
hydrabamine  penicillin  O  used  conforms 
to  the  requirements  of  §146a.97(a). 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  U.S.P.  or  NP..  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging.  The  immediate  con¬ 
tainer  shall  be  a  tight  container  as  de- 
flned  by  the  U.  S.  P.  and  shall  be  of  such 
composition  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  that  are  normal 
and  imavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  outside  wrapper  or  container  and  the 
immediate  container,  as  hereinafter  indi¬ 
cated,  the  following: 

(1)  The  statement  “Shake  weU." 

(ii)  The  statement  “Expiration  date 

_ ,“  the  blank  being  fllled  in 

with  the  date  Uiat  is  12  months  after 
the  month  during  which  the  batch  was 
certified. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  aU 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  comphdng  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  hydraba¬ 
mine  penicillin  Q  used  in  making  such 
batch  was  completed,  the  potency  per 
milliliter  of  the  batch,  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  followii^. 


made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  average  potency  per 
milliliter.  pH. 

(ii)  The  hydrabamine  penicillin  Q 
used  in  making  the  batch:  potency,  tox¬ 
icity,  moisture,  pH,  crystallinity,  the* 
penicillin  G  content,  and  the  extinction 
coefficient. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch :  1  immediate  container 
for  each  5.000  immediate  contoiners  in 
the  batch,  but  in  no  case  less  than  5 
immediate  containers,  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  hydrabamine  penicillin  G 
used  in  making  the  batch:  10  packages, 
each  containing  equal  portions  of  not 
less  than  300  milligrams,  packaged  in 
accordance  with  the  requirements  of 
§  146a.97*  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)  (3)  (i),  (ii),  and  (iii) 
of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  exami¬ 
nation  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  (d)  of 
this  chapter. 

§  146a.99  Capsules  crystalline  penicillin 
G  (capsules  crystalline  penicillin  G 
potassium,  capsules  crystalline  peni¬ 
cillin  G  sodium) . 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Capsules  crystsdline 
penicillin  are  crystalline  penicillin  G, 
sodium  or  potassium,  with  or  without 
one  or  more  suitable  and  harmless  buffer 
substances,  vitamin  substances,  and 
vegetable  oils,  and  with  or  without  one 
or  more  suitable  antihistaminics  and 
vasoconstrictors,  enclosed  in  suitable  and 
harmless  gelatin  capsules.  The  potency 
of  each  capsule  is  not  less  than  50.000 
units.  The  moisture  content  is  not  more 
than  1.5  percent  unless  the  person  who 
requests  certification  has  submitted  in¬ 


formation  adequate  to  prove  that  his 
drug  is  stable  for  that  period  of  time 
covered  by  its  expiration  date  when  it 
has  a  moisture  content  of  more  than  1.5 
percent;  but  in  no  case  shall  its  moisture 
content  be  more  than  4.0  percent.  The 
crystalline  penicillin  G  used  conforms  to 
the  requirements  of  §  146a.24  (a) ,  except 
§  146a.24  (a)  (2)  and  (4).'  Each  other 
ingredient  used,  if  its  name  is  recognized 
in  the  U.  S.  P.  or  N.  F.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging;  labeling;  request  for 
certification,  samples;  fees.  Capsifies 
crystalline  penicillin  G  conform  to  all 
requirements  and  procedures  prescribed 
for  crystalline  penicillin  G  tablets  by 
§  146a.27  (b) ,  (c) ,  (d) ,  and  (e) ,  except 
that; 

(1)  If  it  is  for  use  in  the  preparation 
of  oral  solutions,  each  package  shall  bear 
on  its  outside  wrapper  or  container  and 
the  immediate  container  a  statement 
that  contains  adequate  directions  for 
preparing  such  solutions  and  a  statement 
that  such  solutions  should  be  used  im¬ 
mediately. 

(2)  If  it  contains  vitamin  substances, 
each  package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  name  and  quantity  of  each 
such  ingredient. 

(3)  It  shall  be  labeled  with  an  expira¬ 
tion  date  that  is  12  months,  if  it  con¬ 
tains  one  or  more  vitamin  substances, 
or  36  months,  if  it  does  not  contain  one 
or  more  vitamin  substances,  after  the 
month  dining  which  the  batch  was  cer¬ 
tified,  except  that  the  date  may  be  18 
months,  24  months,  36  months,  48 
months,  or  60  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section. 

(4)  If  it  contains  one  or  more  vitamin 
substances,  after  the  name  “capsules 
crystalline  penicillin  G  potassium,”  or 
“capsules  crystalline  penicillin  Q  so¬ 
dium.”  wherever  either  such  name  ap-' 

pears,  the  words  “with  vitamin _ ” 

(the  blank  being  fllled  in  with  the  name 
of  the  vitamin  Ingredient  used)  or  “with 
vitamins”  (if  it  contains  more  than  one 
vitamin  ingredient) ,  in  Juxtaposition 
with  such  name. 

§  146a.l00  Bencathinc  penicillin  G  in 

Benzathine  penicillin  Q  in  oil  con¬ 
forms  to  all  requirements  and  is  subject 
to  aU  procedures  prescribed  by  §  146a.45 
for  sterile  procaine  penicillin  in  oil,  ex¬ 
cept  that: 

(a)  Benzathine  penicillin  G  is  used  in 
lieu  of  procaine  penicillin.  The  benza¬ 
thine  penicillin  used  conforms  to  the  re¬ 
quirements  of  §  146a.68  (a). 

(b)  Its  moisture  content  is  not  more 
than  4  percent 

§  146a.l01  Bensathine  penicillin  G  and 
procaine  penicillin  G  in  oil. 

(a)  Benzathine  penicillin  O  and  pro¬ 
caine  penicillin  G  in  oil  conforms  to  all 
requirements  and  is  subject  to  aU  proce- 
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dures  preatrlhed  br  I  L46a.45  for  sterile 
lluroeabM  pwdsUlin  in  oil.  exe^  that: 

(1)  Ea^  in  mutter  eon  tains  not  less 
than  1SO.OOO  units  ea^  of  beoaathine 
penicillin  O  and  procaine  penjcllMn  Q. 
unless  it  is  Intended  solely  for  veterkiaiy 
use  and  is  conspicuously  so  labded.  The 
benxathine  penicillin  O  used  eonframs  to 
the  requirements  of  S  146a.68  (a). 

(2)  Its  moisture  content  is  not  more 
than  4.0  percent. 

(3)  [Reserved] 

(4)  In  addition  to  eomidying  with  the 
requiremoits  of  1 146a.46  (d).  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  marie  ud  (un¬ 
less  it  was  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  benzathine  penicillin 
Q  used  in  making  the  bat^  for  poteney, 
sterility,  p3rrog«3s,  toxicity,  moisture. 
pH.  crs^tallhiity.  and  penicillin  Q  con¬ 
tent,  and  the  nianber  of  units  each  of 
.benzathine  penteilHn  O  and  procaine 

penicillin  in  each  milliliter  of  the  batdi. 
He  shall  also  submit  in  connection  wirii 
his  request  a  sample  consisting  of  not 
less  than  6  packages  of  the  batch  and 
(unless  previously  submitted)  samples  of 
the  benzathine  poiicillin  G  used  in  mak¬ 
ing  the  batch,  as  follows: 

(i)  For  all  tests  except  sterility:  10 
packages,  ea^  containing  approximately 
equal  portions  of  300  milligrams. 

(ii)  For  sterility  testing:  10  packages, 
each  containing  approximately  equal 
portions  of  300  miUigrams. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  sedbmitted  in 
accordance  wirii  the  requirements  at  this 
section  shaU  be: 

(1)  $6.00  for  each  immediate  con¬ 
tainer  of  the  batch  submitted  in  accord¬ 
ance  with  paragraph  (a)  (4)  of  this 
section. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  benzathine  peniciilin  Q  8id>- 
mitted  in  accordance  with  paragraph  (a) 
(4)  (i)  of  this  section.  - 

(3)  $10.00 for  all  containers  of  samples 
submitted  in  accordance  with  paragraph 
(a)  (4)  (ii)  of  this  section. 

.§  146a.l02  Bemauhirie  penicillin  G* 
procaiiie  penicilfin  C-atteptomycin  hi 
oil;  beneathine  penicfllin  G-procainc 
peniciffin  C-iMiyA'—ircptouiyein  in 
oil  veterinary. 

(a)  Benzathine  penicillin  Q-procaine 
penicillin  G-streptomycin  in  oil  and  ben¬ 
zathine  penicillin  G-procaine  penicillin 
CMifliydrostreptomycin  in  oil  veterinmy 
conform  to  all  requirements  and  are  sub¬ 
ject  to  all  procedures  prescribed  by 
§  140a.iai  for  benzathine  penidUin  G 
and  procaine  penicillin  G  in  oU,  except 
that: 

(1)  Each  milliliter  shall  contain  not 
less  than  250  miHlflTnTni  of  itrtptemjrln 
or  dihydrostr^Dtoimycin.  The  strepto¬ 
mycin  used  conforms  to  the  standards 
prescribed  by  S  146b.I01  (a)  of  this  chap¬ 
ter.  The  di^drostxeptomychi  used  con¬ 
forms  to  the  standards  prescribed  ter 
S  146b.l03  of  this  chapter. 

(2)  [ReeervedT 

(3)  In  addition  to  comifiying  with  the 
regolreiaents  of  |146aaoi  (a)  (4),  a 
person  srtio  requests  eertifleatiem  of  a 

^  batch  shall  snbmtt  witti  his  request  a 


statement  showing  the  batch  mark  and 
(unless  it  was  previously  submitted)  the 
results  and  the  date  (rf  the  latest  tests 
and  assays  of  the  streptomycin  or  di¬ 
hydrostreptomycin  used  in  making  the 
batdi  for  potency,  sterility,  toxieity. 
•pyrogens,  histamine,  moisture,  pH.  strep¬ 
tomycin  content  if  it  is  dihy^ostrepto- 
mycin,  and  crystallinity  if  it  is 
OTStalline  dihydrostreptomycin;  and  the 
number  of  units  of  benzathine  penicillin 
G  and  procaine  penicillin,  and  the  num¬ 
ber  of  milligrams  of  streptomsrein  or 
dihydrostrepf  amycin  in  each  milliliter  of 
the  batch.  He  shall  also  submit  in  con¬ 
nection  with  his  request  a  sample  con¬ 
sisting  of  not  less  than  7  immediate 
containers  of  the  batch  and  (unless  it 
warn  prevkMialy  submitted)  a  sample  con¬ 
sisting  of  5  packages  (for  idl  tests  except 
sterility)  and  10  packages  (for  sterility 
testing) .  each  containing  approximately 
Ofi  gram  of  the  streptomycin  or  dihy¬ 
drostreptomycin  used  in  making  the 
batch,  packaged  In  accordance  with  the 
requirements  of  |146h.l01  (b)  of  this 
chapter. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (a)  (3)  of 
this  section  shall  be: 

(1)  $6.00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(2)  $10.00  for  each  immediate  con¬ 
tainer  of  the  streptomycin  or  dihydro- 
streptomydn  used  in  making  the  batch. 

(3)  $10.00  for  all  containers  in  the 
samples  submitted  for  sterility  testing. 

§  146a.  103  Penicillin  V  (phenoxymethyl 
penicillin). 

(a)  Standards  of  identity,  strength, 
quality,  and.  purity,  Penicilliu  V  is 
crystalline  phenoxymethyl  penicillin. 
It  contains  not  less  than  90  percent  of 
penicillin  V.  It  is  so  purified  and  dried 
that; 

(1)  Its  potency  is  not  less  than  1,500 
units  per  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  2.0  percent. 

(4)  Its  pH  in  a  saturated  aqueous  solu¬ 
tion  is  not  less  than  2.5  and  not  more 
than  4.0. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and  riiall 
be  of  »ich  composition  as  will  not  cause 
any  change  In  the  strength.  quaUty.  or 
purity  of  the  contents  beyemd  any  limit 
therefor  in  applicable  standards,  mccept 
that  minor  changes  so  caused  that  are 
normal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wramier  or  container 
and  the  immediate  container.,  as  herein¬ 
after  indicated,  the  following: 

(1)  The  bat^  marie. 

(2)  Thenomberof  units  per  milligram 
and  the  number  of  grams  in  the  immedi¬ 
ate  container. 

(3)  The  stateramt  “ExpiratioB  date 

- .**  the  blank  being  lined  in  wi^ 

the  date  that  is  24  months  after  the 
month  in  wtech  the  batch  was  certified, 
except  that  the  blank  may  be  fiUed  ta 
with  the  date  that  is  36  months  or  48 
months  after  the  month  during  which 


the  batch  was  certified  if  the  person 
who  requests  certification  has  submitted 
to  the  Commissioner  results  of  testa  and 
assays  showing  that  after  having  been 
stor^  for  such  period  of  timA.  such  drug 
as  prepared  by  him  complies  wUh  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(4)  The  statement  **For  use  in  the 
manufacture  of  nonparenteral  drugs 
only." 

(5)  The  statement  “Caution;  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  S  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  Shan  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch,  and  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed.  Such  request  shaD  be 
aeecmapanied  or  followed  by  the  results 
ot  tests  and  assays  made  by  him  on  the 
batch  for  poteney,  toxieity,  moisture,  pH, 
crystaUinity,  and  penicillin  V  content. 

(2)  Such  person  shaU  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  oA  10 
packages,  each  containing  approximately 
300  milligrams  taken  from  a  different' 
part  of  such  batch,  packaged  in  accord¬ 
ance  with  the  requirements  of  paragraph 
(b)  of  this  section. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  Immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  .shall  the 

request  for  certification  unless  such  fee 
is  covered  by  an  advance  d^;>osit  main¬ 
tained  in  accordance  witii  §  146.6  (d>  of 
this  chapter. 

§  146a.l04  Peniciilin  V  for  oral  Mupen* 
sion  (phenoxymethyl  penicifiin  for 
oral  snspension)  potassium  penicfllin 
V  for  oral  solution. 

(a)  Standards  of  ^entity,  strength, 
quality,  and  purity.  Penicillin  Y  for  oral 
suspension  or  potassiiun  penicillin  V  for 
oral  solution  is  a  mixture  of  penicillin  V 
or  potassium  penicillin  V,  with  or  with¬ 
out  one  or  more  suitable  and  harmless 
susg>ending  agents,  coloring,  flavorings, 
buffer  substances,  and  preservatives,  and 
with  or  without  one  or  more  suitable 
sulfonamides.  Its  moteture  content  is 
not  more  than  1  i>ercent.  The  peni¬ 
cillin  V  used  ccmfomis  to  the  require¬ 
ments  of  1 146a.l03(a).  The  potassium 
penicillin  V  used  conforms  to  the  require-  " 
ments  of  }  1468.61  (a) .  Each  other  sub¬ 
stance  U8^,  if  its  name  is  recognized  in 
the  U.SP.  or  N.F.,  cemformsto  ttie  stand¬ 
ards  prescribed  therefor  by  such  official 
compendiura. 
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(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.,  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond 
any  limit  therefm:  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  that  are  normal  and  unavoidable 
in  good  packaging,  storage,  and  distri¬ 
bution  practice  shall  be  disregarded. 
Each  immediate  container  may  be  pack¬ 
aged  in  combination  with  a  container  of 
a  suitable  and  harmless  aqueous  vehicle. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  imder  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following : 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  24  months  after  the  month 
during  which  the  batch  was  certified, 
except  that  if  it  contains  sulfonamides 
the  blank  shall  be  filled  in  with  the 
date  that  is  12  months  after  the  month 
during  which  the  batch  was  certified, 
and  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  24  months  after 
the  month  in  whi3h  the  batch  was  certi¬ 
fied  if  the  person  who  requests  certifica- 
cation  has  submitted  to  the  Ck)m- 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  such  period  of  time  such  drug  as 
prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(ii)  If  it  contains  sulfonamides,  after 
the  name  “penicillin  V  for  oral  suspen¬ 
sion”  or  “potassium  penicillin  V  for  oral 
solution,”  wherever  such  n^e  appears, 
the  words  “with  sulfonamides,”  in 
juxtaposition  with  such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  without 
prescription,”  each  package  shall  in¬ 
clude  information  containing  direc¬ 
tions  and  warnings  adequate  for  the 
veterinary  use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  sam¬ 
ples,  (1)  In  addition  to  complsdng  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size  in 
such  batch,  the  batch  mark  and  (unless 
it  was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  penicillin 
used  in  making  such  batch  was  com¬ 
pleted,  the  number  of  units  ii.  each  im¬ 
mediate  container,  the  quantity  of  each 
ingredient  used  in  making  the  batch, 
the  date  on  which  the  latest  assay  of 
the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
ingredient  used  in  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 
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(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  penicillin  V  or  potassium 
penicillin  V  used  in  making  the  batch: 
Potency,  toxicity,  moisture,  pH,  crystal¬ 
linity,  and  penicillin  V  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the-^quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following'. 

(i)  The  batch:  One  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  5  immediate  ccmtainers,  collected 
by  taking  single  immediate  containers 
at  such  intervals  throughout  the  entire 
time  of  packaging  the  batch  that  the 
quantities  packaged  during  the  intervals 
are  approximately  equal. 

(ii)  The  penicillin  used  in  making  the 
batch:  10  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  300  milligrams,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§146a.l03  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each,  containing  approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
certification  of  a  batch  that  is  to  be  pack¬ 
aged  in  combination  with  an  aqueous 
vehicle,  or  when  any  change  is  made  in 
the  composition  of  such  aqueous  vehicle: 
Five  packages  of  the  vehicle  included  in 
the  combination. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 

(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted'  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i), 
(ii),  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146a.l05  Benzathine  penicillin  V 
(benzathine  penicillin  V  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Benzathine  peni¬ 
cillin  V  is  the  crystalline  benzathine  salt 
of  penicillin  V.  It  contains  not  less  than 
90  percent  by  weight  of  the  benzathine 
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salt  of  penicillin  V.  It  is  so  purified  and 
dried  that: 

(1)  Its  potency  is  not  less  than  1,050 
units  per  milligram. 

(2)  It  is  sterile. 

(3)  It  is  nonp3n’Ogenic. 

(4)  It  is  nontoxic. 

(5)  Its  moisture  content  is  not  more 
than  8.0  percent. 

(6)  Its  pF  in  a  saturated  aqueous 
solution  is  not  less  than  4.0  and  not  more 
than  6.5. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  °  except  that  minor  changes  so 
caused  that  are  normal  and  unavoidable 
in  good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(c)  Labeling.  Each  parage  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container,  as  herein¬ 
after  indicated,  the  following: 

(1)  The  batch  mark. 

(2)  The  number  of  units  per  milligram 
and  the  number  of  grams  in  the  imme¬ 
diate  container. 

(3)  The  statement  “Expiration  date 

- ,”  the  blanlr  being  filled  in 

with  the  date  that  is  24  months  after  the 
month  during  which  the  batch  was 
certified. 

(4)  The  statement  “For  manufactur¬ 
ing  use  only.” 

(5)  Ihe  statement  “C)aution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complsdng  with  the 
requirements  of  S  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch,  and  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assays  made  by  him  on  the 
batch  for  potency,  sterility,  psrrc^ens, 
toxicity,  moisture.  pH,  crystallinity,  and 
penicillin  V  content. 

(2)  Each  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility:  10 
packages. 

(ii)  For  sterility  testing:  10  packages. 

Each  such  package  shall  contain  approx¬ 
imately  300  milligrams,  taken  from  dif¬ 
ferent  parts  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  benzathine  penicillin  V  is  to  be 
usM,  the  manufactmrer  of  a  batch  that 
is  to  be  so  used  may  request  the  Com¬ 
missioner  to  make  check  tests  and  as¬ 
says  on  a  sample  of  such  batch,  taken 
as  prescribed  in  subparagraph  (2)  of  this 
paragraph.  From  the  Information  re¬ 
quired  by  subparagraph  (1)  of  this  para- 
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graph  may  be  omitted  resulte  of  tests 
and  assays  not  required  for  the  bateh 
when  used  in  such  other  drug.  The 
Commissioner  shall  r^;»ort  to  such  man¬ 
ufacturer  results  of  such  cheek  tests  and 
assays  as  are  so  requested. 

(e)  Fees.  The  fee  fer  the  aerrices  ren- 
dared  with  respect  to  each  bateh  under 
the  regulations  in  this  part  shall  be: 

(1>  $i.00  for  each  immediate  contain¬ 
er  in  the  samples  submitted  in  accord¬ 
ance  with  paragraph  (d)  (2)  (i)  and  (3) 
of  this  section;  $10.60  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (2)  (ID  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  Immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  1 146.3  of  this  chapter  for  the 
Issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146a.  106  Tablets  benzatluBe  penicUUn 
G  and  penicillin  V. 

^a)  Tablets  benzathine  penicillin  Q 
and  penicillin  V  conform  to  all  require¬ 
ments  and  are  subject  to  all  procedures 
prescribed  by  §  146a.27  for  tablets  ben¬ 
zathine  penicillin  G.  except  that  each 
tablet  contains  not  less  than  50,000  units 
of  penicillin  V. 

(b)  In  addition  to  complsring  with  the 

requirements  of  §146a.27(d),  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark  and  (un¬ 
less  they  were  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  penicillin  V  used  in 
making  the  batch  for  potency,  toxicity, 
moisture,  pH,  crystallinity,  and  penicillin 
V  content.  He  shall  also  submit  in  con¬ 
nection  with  his  request  (unless  it  was 
previously  submitted)  a  sample  consist¬ 
ing  of  10  packages  containing  8q}proxi- 
mately  equal  portions  of  not  less  than 
300  milligrams  each  of  the  penicillin  V 
used  in  making  the  batch,  packaged  in 
accordance  with  the  requirements  of 

§  146a.l03(b). 

(c)  The  fees  for  the  services  rendered 

with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 

paragraph  (b)  of  this  section  shall  be: 

(1)  $1.00  for  each  tablet  submitted  in 

accordance  with  the  requirements  of 

§  146a.27(d)(3)(i)(o)  G)  and  (3). 

(2)  $4.00  for  ea(dl  immediate  container 
of  the  penicillin  V  used  In  making  the 
batch. 

§  146a.l07  Cnpwirs  pcwcilim  V. 

Capsules  penicillin  V  are  capsules  that 
conform  to  an  the  requirements  and  are 
subject  to  an  procediires  prescribed  by 
S  I46a.27  for  tablets  penicillin  V,  except 
with  respect  to  disintegration  ti^,  and 
exeunt  that  tho  moisture  eemtent  of 
such  capsules  is  not  mace  ttan  Spercent. 


§  146e»10ft  Procaine  peniciUin-ctrepto* 
■ftycin-pnlTinyxin  in  oil;  procaine 
penicinin-  dikydrostreptomycin-  poly¬ 
myxin  in  oil;  procaine  peniriHin- 
streptomycin-polymyxin  ointment; 
procaine  penicillin-dihydroatrepto- 
mycin-polymyxin  ointment. 

Procaine  penidlUn-streptomycin- 
pt^ymyxin  in  oil,  procaine  penicillin- 
dihydrostreptomycin-polymyxin  in  oil. 
procaine  penicillin-streptomycin-poly- 
msrxin  ointment,  and  procaine  penicil¬ 
lin  -  dihydrostreptomycin  -  pohrmsndn 
ointment  conform  to  all  requirements 
and  are  subject  to  all  procedures  pre¬ 
scribed  by  S  146£l54  for  procaine  penicil¬ 
lin-streptomycin'  ointment  or  procaine 
penlcillin-dihydrostreptomycin  ointment 
or  by  §  146a.57  for  procaine  penicillin 
and  streptomycin  in  oil  or  procaine  pen¬ 
icillin  and  dihydrostreptomycin  in  oil. 
except  that: 

(a)  They  contain  not  less  than  50,000 
units  of  polymyxin  B  per  single-dose 
container.  The  polymyxin  B  used  con¬ 
forms  to  the  requirements  prescribed  for 
polymyxin  B  by  5  146b.l07  (a)  of  this 
chapter,  except  the  standard  prescribed 
for  toxicity  (unless  it  is  intended  for  sub¬ 
cutaneous  injection  in  fowl). 

(b)  In  lieu  of  the  labeling  prescribed 
by  §  146a.54(b)  or  §  146a.57(a)  (3),  each 
package  shall  bear  on  the  outside  wrap¬ 
per  or  container  and  the  immediate  con¬ 
tainer  the  statement,  “For  udder  instilla¬ 
tion  of  cattle  only”;  and  the  statement, 

“Expiration  date _ ,”  the  blank 

being  filled  in  with  the  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified,  except  that  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 
tests  and  assays  that  show  such  drug 
as  prepared  by  him  is  stable  for  18 
months  or  24  months,  such  date  may  be 
used  for  such  drug.  Each  package  shall 
also  bear  on  its  label  or  labeling,  if  it 
contains  one  or  more  of  the  active  in¬ 
gredients  specified  in  §  146a.54(a)  (3)  or 
§  146a.57(a)  (2),  after  the  name  “pro¬ 
caine  penicillin-streptomycin-polsmyxin 
in  oil,”  “procaine  penicillin-dUiydro- 
streptomycin-polymyxin  in  oil,”  “pro¬ 
caine  penicillin-streptomycin-polymsndn 
ointment,”  or  “procaine  penicillin-dihy- 
drostreptomycinsx)lymy3to  ointment,” 
wherever  it  appears,  the  words  “witti 

_ (the  blank  being  filled  in  with 

the  common  or  usual  name  of  each  such 
ingredient) ,”  in  jxixtaposition  with  such 
name. 

(c)  In  addition  to  complying  with  the 
requirements  of  §  14€a.54  (c)  or  §  146a.57 

(a)  (4) ,  a  person  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  with  his 
request  a  statement  showing  file  batch 
mark  and  (unless  it  was  previously  sub¬ 
mitted)  the  results  and  date  of  the 
latest  tests  and  assays  of  the  polymyxin 
used  in  making  the  batch  for  potency 
and  toxicity.  He  shall  also  submit  in 
connection  with  his  request  a  sample 
consisting  of  not  less  than  7  immediate 
containers  of  the  batch  and  (tmless  it 
was  previously  submitted)  a  sample 
consisting  df  5  packages  containing 
eqpal  portions  of  not  less  than  0.5  gram 
each  of  file  polymyxin  used  iu  making 
the  batch. 


(d)  The  fees  for  the  services  rendered 
with  reqiect  to  the  samples  sulxnitted  in 
accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $6l00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  polymyxin  used  in  making 
the  batch. 

§  146a.l09  Benzathine  penici&in  V  oral 
suspension,  benzathine  peniciHin  V 
for  oral  suspension. 

Benzathine  penicillin  V  oral  suspen¬ 
sion  and  benzathine  penicillin  V  for  oral 
suspension  conform  to  all  requirements 
and  are  subject  to  all  procedures  pre¬ 
scribed  by  §  146a.69  for  benzathine  peni¬ 
cillin  O  oral  suspension  and  benzathine 
penicillin  Q  for  oral  suspension,  except 
that: 

(a)  If  it  is  benzathine  penicillin  V  for 
oral  suspension,  its  pH  is  not  less  than 
5.0  and  not  more  than  7.0. 

(b)  Benzathine  penicillin  V  is  used  in 
lieu  of  benzathine  penicillin  Q.  The 
benzathine  penicillin  V  used  conforms  to 
the  requirements  of  §  146a.l05(a) . 

(c)  In  lieu  of  the  directions  prescribed 
by  S  146a.69(d)  (2)  (ii),  a  person  who  re¬ 
quests  certification  of  a  batch  shall  sub¬ 
mit  in  coimection  with  his  request  results 
of  the  tests  and  assays  made  by  him  on 
an  accurately  representative  sample  of 
the  benzathine  penicillin  V  used  in  mak¬ 
ing  the  batch  for  potency,  toxicity,  pH, 
mositure,  crystallinity,  and  the  penicillin 
V  content. 

§  146a.ll0  Benzathine  penicillin  G  in 
streptomycin  sulfate  solution;  ben¬ 
zathine  penicillin  G  in  dihydrostrep¬ 
tomycin  sulfate  solution  veterumry 
(benzathine  penicillin  G  in  crystal¬ 
line  dihydrostreptomycin  sulfate  so¬ 
lution  veterinary). 

Benzathine  penicillin  Q  in  streptomy¬ 
cin  sulfate  solution  and  benzathine  peni¬ 
cillin  G  in  dlhydrostreptomycin  sulfate 
solution  veterinary  conform  to  all  re¬ 
quirements  and  are  subject  to  all  pro¬ 
cedures  prescribed  by  S  146a.67  for  pro¬ 
caine  penicillin  in  streptomycin  sulfate 
solution  and  procaine  penicillin  in  dihy- 
drostreptom3rcin  sulfate  solution  veteri¬ 
nary,  except  that  benzathine  penicillin  Q 
is  used  in  lieu  of  procaine  penicillin. 
The  benzathine  penicillin  O  used  con¬ 
forms  to  the  requirements  of  S  146a.6a 
(a). 

§  146a.lll  Procaine  penicillin-neomy¬ 
cin-polymyxin  in  oil;  procaine  peni- 
cflBn-neomycin-polymyxm  ointment. 

(a)  Standards  of  identity,  strength, 
quaiity,  and  purity.  Procaine  penicillin- 
neomycin-polymyxin  in  oil  is  a  suspen¬ 
sion  of  procaine  penicillin,  neomycin, 
and  polymyxin  in  refined  peanut  oil  or 
sesame  oil,  with  or  without  the  addition 
(rf  one  or  more  suitable  and  harmless 
dispersing  and  suspending  agents.  Pro¬ 
caine  penicillin  -  neomycin  -  polymyxin 
ointment  is  procaine  penicillin,  neomy¬ 
cin,  and  polymyxin  in  a  suitable  and 
harmless  ointment  bcuse.  Each  of  the 
drugs  may  cemtain  a  suitaUe  anesthetic, 
a  suitable  and  harmless  preservative,  a 
suitable  and  harmless  salt  of  cobalt,  cme 
or  more  suitable  sulfonamides,  and  cor- 


Saturday,  December  29,  1962 

tisone  or  a  suitable  derivative  of  corti¬ 
sone.  The  moisture  content  of  each  drug 
is  not  more  than  1.0  percent.  Each  drug 
contains  not  less  than  25.000  units  of 
procaine  penicillin,  not  less  than  17.5 
milligrams  of  neomycin,  and  not  less 
than  5,000  units  of  polsonyxin  per  milli¬ 
liter  or  per  gram,  except  that  if  the  drug 
is  intended  for  use  by  udder  instillation, 
each  single  dose  as  recommended  in  its 
labeling  contains  not  more  than  100,000 
units  of  penicillin.  The  procaine  peni¬ 
cillin  used  conforms  to  the  requirements 
of  §  146a.44  (a) .  except  §  146a.44  (a)  (2) . 
(3),  and  (4).  The  neomycin  used  con¬ 
forms  to  the  requirements  of  §  146e.410 

(a)  (2)  of  this  chapter,  except  the  stand¬ 
ard  for  toxicity.  The  polymyxin  used 
conforms  to  the  requirements  of  §  146b.- 
107  (a)  of  this  chapter,  except  the  stand¬ 
ard  for  toxicity.  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.  S.  P.  or  N.  P.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  ofiBcial 
compendium. 

(b)  Packaging;  labeling;  request  for 
certification,  samples;  fees.  Each  drug 
conforms  to  all  requirements  and  pro¬ 
cedures  prescribed  for  penicillin  oint¬ 
ment  by  §  146a.26  (b)  (except  that  pro¬ 
caine  penicillin-neomycin-polymyxin  in 
oil  may  be  packaged  in  plastic  tubes), 

(c),  (d),  and  (e),  except  that: 

(1)  In  addition  to  the  labeling  pre¬ 
scribed  for  penicillin  ointment  by 
•§  146a.26(c) ,  if  they  contain  one  or  more 
of  the  active  ingredients  specified  in 
paragraph  (a)  of  this  section,  each 
package  shall  bear  on  the  outside  wrap¬ 
per  or  container  and  the  immediate  con¬ 
tainer,  after  the  name  "procaine  peni- 
cillin-neomycin-polymyxin  in  oil"  or 
“procaine  penicillin-neomycin-poly¬ 
myxin  ointment,”  wherever  it  appears, 

the  words  "with _ ,”  the  blank 

being  filled  in  with  the  common  or  usual 
name  of  each  such  other  ingredient.  In 
juxtaposition  with  such  name. 

(2)  In  addition  to  complying  with  the 
requirements  of  5  146a .26  (d),  a  person 
who  requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  results 
and  the  dates  of  the  latest  tests  and  as¬ 
says  of  the  neomycin  (for  potency,  mois¬ 
ture,  and  pH)  and  polymyxin  (for  po¬ 
tency)  used  in  making  the  batch;  the 
number  of  units  of  penicillin;  the  num¬ 
ber  of  milligrams  of  neomycin,  and  the 
number  of  imits  of  pol3nn3rxin  per  milli¬ 
liter  or  per  gram.  He  shall  also  submit  in 
connection  with  his  requests  a  sample 
consisting  of  not  less  than  seven  immedi¬ 
ate  containers  of  the  batch  and  (unless 
they  were  previously  submitted)  samples 
consisting  of  five  packages  each  of  tiie 
neomycin  and  polym3ncin  used  in  making 
the  batch,  each  package  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram. 

(3)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
subparagraph  (2)  of  this  paragraph 
shall  be: 

(i)  $6.00  for  each  immediate  container 
of  the  batch. 

(ii)  $4.00  for  each  immediate  c(mi- 
.  tainer  in  the  samples  of  neomycin  and 

Polymsrxin  used  in  making  the  batchu 
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§  146a.ll2  Crystalline  penicillin-strep- 
tomyein  -  p^ymyxin  -  oxytetracycline  - 
carbomycin  powder  veterinary;  crys¬ 
talline  penicillin-dihydrostreptoniy- 
cin-polymyxin-oxytetracycline-carb^ 
mycin  powder  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chystallhie  penicil- 
Un-streptomycin-polymyxin-oxytetracy- 
cline-carbomycin  powder  veterinary  and 
crystalline  penicillin-dihydrostreptopiy- 
cin  -  polymyxin  -  oxytetracycline -carbo¬ 
mycin  powder  veterinary  are  a  mixture 
of  crystalline  penicillin,  streptomycin 
or  dihydrostreptomycin,  polymyxin,  crys¬ 
talline  oxytetracycline  or  crystalline 
oxytetracycline  hydrochloride  or  a  com¬ 
bination  of  these  drugs,  and  crystalline 
carbomycin,  with  one  or  more  suitable 
and  harmless  diluents.  Each  immediate 
container  of  powder  contains  not  more 
than  100,000  units  of  penicillin,  not  less 
than  200  milligrams  of  streptomycin  or 
dihydrostreptomycin,  not  less  than 
150,000  units  of  polsnnyxin,  not  less  than 
425  milligrams  of  oxytetracycline  or  oxy¬ 
tetracycline  hydrochloride  or  a  combina¬ 
tion  of  these  drugs,  and  not  less  than  100 
milligrams  of  carbomycin.  Its  moisture 
content  is  not  more  than  6.0  percent. 
The  crystalline  penicillin  used  conforms 
to  the  standards  prescribed  therefor  by 
§146a.24.  except  §  146a.24(a)  (2),  (3). 
and  (4).  The  streptomycin  used  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  §  146b.l01(a)  of  this  chapter,  ex¬ 
cept  §  146b.l01(a)  (2),  (3),  (4),  and  (5). 
The  dihydrostreptomycin  used  conforms 
to  the  standards  prescribed  therefor  by 
§  146b.l03  of  this  chapter,  except  the 
standards  for  sterility,  toxicity,  pyrogens, 
and  histamine.  The  poIym3rxin  B  used 
conforms  to  the  standards  prescribed 
therefor  by  §  146b.l07(a)  of  thb^  chapter, 
except  the  standard  for  toxicity.  The 
oxytetracycline  used  is  produced  by  the 
growth  of  Streptomyces  Rimosus.  The 
crjrstalline  ox3d;etracycline  base  has  a 
potency  of  not  less  than  900  micro¬ 
grams  per  milliliter  on  the  anhydrous 
basis,  has  a  moisture  content  of  not  more 
than  7.5  percent,  and  a  pH  of  from  5.5 
to  7.5.  The  cnrstalline  ox3rtetracycllne 
hydrochloride  has  a  potency  of  not  less 
•  than  835  micrograms  per  milligram,  a 
moisture  content  of  not  more  than'  1.5 
percent,  and  a  pH  of  from  2.3  to  2.9  The 
crystalline  carbomycin  used  is  produced 
by  the  growth  of  Streptomyces  halstedil, 
has  a  potency  of  not  less  than  750  ^ 
per  milligram,  and  has  a  moisture  con¬ 
tent  of  not  more  than  5.0  percent  and  a 
pH  of  from  5.0  to  8.0.  Each  other  In¬ 
gredient  used,  if  its  name  is  recognized  in 
the  U.  S.  P.  or  N.  F.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  contain¬ 
ers  shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  nor¬ 
mal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded. 
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(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(i)  The  batch  mark. 

(ii)  The  number  of  units  of  penicil¬ 
lin;  the  number  of  milligrams  of  strepto¬ 
mycin  or  dihydrostreptomycin;  the  num¬ 
ber  of  units  of  polsunjrxin;  the  number  of 
milligrams  of  oxytetracycline,  oxytetra¬ 
cycline  hydrochloride,  or  the  niimber  of 
milligrams  of  each  such  drug  where  a 
combination  of  these  two  drugs  is  used; 
and  the  number  of  milligrams  of  carbo¬ 
mycin,  in  each  gram  of  the  batch. 

(iii)  The  statement  "For  udder  in¬ 
stillation  of  cattle  only.” 

(iv)  The  statement  “Expiration  date 

- ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified:  Provided,  however.  That  such 
expiration  date  may  be  omitted  from 
the  immediate  container  if  it  contains  a 
single  dose  and  it  is  packaged  in  an  indi¬ 
vidual  wrapper  or  container. 

(v)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 
Such  circular  or  other  labeling  may  also 
bear  a  statement  that  a  brochure  or 
other  printed  mailer  containing  infor¬ 
mation  for  other  veterinary  uses  of  such 
drug  by  a  veterinarian  licensed  by  law 
to  administer  it  will  be  sent  to  such 
veterinarian  on  request. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  comphring  with  the 
requirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  dates  of 
the  latest  tests  and  assays  of  the  penicil- 
Un,  streptomycin  or  dihydrostreptomy- 
cln,  polsrmyxin,  oxytetracycline,  oxytet- 
racycline  hydrochloride,  and  carbomycin 
used  in  making  the  batch. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  p^uragraph. 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  penicillin  iised  in  making  the 
batch:  Potency,  moisture,  pEL  crystal¬ 
linity,  and  heat  stability. 

(iii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 
Potency,  moisture,  pH,  streptomycin 
content  if  it  is  dihydrostreptomycin,  and 
crystallinity  if  it  is  crystalline  dlhydro- 
streptomydn  sulfate. 

(iv)  The  polymyxin  used  in  making 
the  batch:  Potency. 

(V)  Hie  oxytetracycline  and  oxytetra¬ 
cycline  hydrochloride  used  in  making  the 
batch:  Potency,  moisture,  pH,  and 
crystidlinity. 

(Vi)  The  carbomycin  used  in  making 
the  batch:  Potency,  moisture,  pH,  and 
crystallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
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with  his  request,  in  the  quantities  here¬ 
inafter  indioated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch:  1  package  for  each 
5.000  packages  in  the  batch,  but  in  no 
case  less  than  6  packages.' 

(ii)  The  penicillin  used  in  making  the 
batch:  10  packages  each  containing 
equal  portions  of  not  less  than  60  milli¬ 
grams. 

(iii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 
6  packages  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than  0.5 
gram. 

(iv)  The  polsunyxin  used  in  making 
the  batch:  5  packages  each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram. 

(V)  The  ox3rtetracycllne  used  in  mak¬ 
ing  the  batch:  5  packages  of  each  salt 
used,  each  containing  approximately 
equal  portions  of  not  less  than  0.5  gram. 

(Vi)  The  carbomycin  iised  in  making 
the  batch;  5  packages  each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram. 

(vii)  In  case  of  an  Initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each 
containing  approximately  5  grams. 

(4)  No  resiilt  referred  to  in  subpara¬ 
graph  (2)  (ii),  (iii),  (iv),  (v),  and  (vi) 
of  this  paragraph,  and  no  samples  re¬ 
ferred  to  in  subparagraph  (3)  (ii) ,  (iii) , 
(iv),  (v),  and  (vi)  of  this  paragraph, 
is  required  if  such  result  or  samples  have 
been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $6.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph ' (d)  (3)  (i)  of  this  sec¬ 
tion;  $4.00  for  each  immediate  container 
in  the  sample  submitted  in  accordance 
with  paragraph  (d)  (3)  (ii),  (iii),  (iv), 
(V) ,  (vi) ,  and  (vii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3^ 
of  this  chapter  for  the  issuance  of  a 
certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

PART  146b— CERTIFICATION  OF 
StREPTOMYCIN  (OR  Dl HYDRO¬ 
STREPTOMYCIN)  AND  STREPTOMY¬ 
CIN-  (OR  DIHYDROSTREPTOMY- 
CIN-)  CONTAINING  DRUGS 

Sec. 

146b.l01  Streptomycin  sulfate,  streptomy¬ 
cin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trlhy- 
drochlorlde  calcium  chloride 
(streptomycin  calclmn  chloride 
complex) . 

146b.l02  Streptomycin  ointment;  dlhy- 
drostreptomycln  ointment. 


Sec. 

146b.l03 


t46b.l04 

146b.l05 


146b.l06 


146b.l07 

146b.l08 


146b.l09 

146b.ll0 


146b.lll 


146b.ll2 


14eb.ll3 

146b.ll4 


146b.ll5 


146b.ll6 

146b.ll7 

146b.ll8 


146b.ll9 


14eb.l20 


146b.l21 

146b.l22 


146b.l23 


146b.l24 


Dihydrostreptomycin  sulfate.  cr3r8- 
taUine  dihydrostreptomycln  sul¬ 
fate,  dlhydrostreptomycln  hy¬ 
drochloride. 

Streptomycin  tablets;  dlhydro- 
streptomycin  tablets. 

Streptomycin  for  topical  use; 

streptomycin  with  -  (the 

blank  being  filled  In  with  the 
name  of  the  vehicle  if  a  package 
combination)  for  topical  use. 

Streptomycin  sulfate  solution;  dl- 
hydrostreptomycln  sulfate  solu¬ 
tion  (crystalline  dlhydrostrepto¬ 
mycln  sulfate  solution) . 

Streptomycin  -  polymyxin  -  bacitra¬ 
cin  tablets. 

Streptomycin  syrup;  streptomycin 
in  gel  (streptomycin  oral  sus¬ 
pension)  ;  dlhydrostreptomycin 
S3rrup;  dihydrostreptomycin  In 
gel  (dlhydrostreptomycin  oral 
suspension). 

Streptomycin  •  bacitracin  -  poly¬ 
myxin  gauze  pads. 

Streptomycin  otic  with  antifungal 
agent;  streptomycin  otic  with 

- ;  dihydrostreptomycln  otic 

with  antifungal  agent;  dihydro¬ 
streptomycin  otic  with  ■■■  — 
(the  blank  being  filled  in  with 
the  common  or  usual  name  of 
the  antifungal  agent) . 

Streptomycin  -  kaolin-pectin  -  alu¬ 
minum  hydroxide  gas  powder 
veterinary;  dihydrostreptomy¬ 
cin-kaolin-pectin-aluminum  hy¬ 
droxide  gel  powder  veterinary. 

Streptomycin  for  Inhalation  ther¬ 
apy;  dihydrostreptomycln  for 
Inhalation  therapy. 

Dihydrostreptomycln-streptomycln 

sulfates. 

Streptomycin  sulfate  veterinary; 
dihydrostreptomycln  sulfate  vet¬ 
erinary;  .  dihydrostreptomycln 
hydrochloride  veterinary. 

Streptomycin  sulfate  powder  oral 
veterinary;  streptomycin  sulfate 
granules  oral  veterinary;  dlhy¬ 
drostreptomycln  sulfate  powder 
oral  veterinary;  dlhydrostrep¬ 
tomycin  sulfate  granules  oral 
veterinary;  dihydrostreptomycln 
hydrochloride  powder  oral  veter¬ 
inary;  dihydrostreptomycln  hy¬ 
drochloride  granules  oral  veter¬ 
inary. 

Streptonicozid  sulfate. 

Dihydrostreptomycln-streptomycln 
sulfates  solution. 

Streptomycin-penicillin  -  sulfona  - 
mide  with  kaolin  and  i>ectln; 
dlhydrostreptomycln-penlclllln  - 
sxilfonamlde  with  kaolin  and 
pectin. 

Streptomycin  hydrochloride  solu¬ 
tion  oral  veterinary;  streptomy¬ 
cin  sulfate  solution  oral  veterin¬ 
ary. 

Dlhydrostreptomycln-streptomycln 
sulfates  with  Isonlcotlnlc  acid 
hydrazine. 

Streptomycin-erythromycin  oint¬ 
ment. 

Streptomycin  -  chlortetracycllne  - 
chloramphenicol-bacitracin  den¬ 
tal  cement;  dihydrostreptomy¬ 
cin  -  chlortetracycllne  -  chloram¬ 
phenicol-bacitracin  dental  ce¬ 
ment. 

Streptomycin  -  sodium  sxilfathla- 
zole  solution  veterinary;  dlhy- 
drostreptomycln-sodlum  sulfa- 
thlazole  solution  veterinary. 

Streptomycin  -  polymyxin  -  neo¬ 
mycin  ointment;  dihydrostrepto¬ 
mycln  -  polymyxin  -  neomycin 
ointment. 


Sec. 

146b.l25  Streptomycin  -  dihydrostreptomy¬ 
cln  for  Inhalation  therapy. 
146b.l26  Streptomycin  -  neomycin  powder; 

dihydrostreptomycln  -  neomycin 
powder. 

146b.l27  Streptomycin  solution  for  Inhala¬ 
tion  therapy  veterinary;  dihy¬ 
drostreptomycln  solution  for  In¬ 
halation  therapy  veterinary. 
146b.l28  Streptomycin -polymyxin  In  gel;  dl- 
hydrostreptomycln-polymyxln  In 
gel. 

146b.l29  Streptomycin  sulfate-dlhydrostrep- 
tomycin  sulfate  powder  oral  vet¬ 
erinary. 

146b.l30  Streptomycin  and  para-amlnoben- 
zolc  acid  powder  for  Inhalation 
therapy;  dihydrostreptomycln 
and  para-amlnobenzoic  acid 
powder  for  Inhalation  therapy. 
146b.l31  Streptomycin-polymyxin  tablets; 

dihydrostreptomycln  -  polymyxin 
tablets. 

146b. 132  Streptomycin-neomycin  for  Inha¬ 
lation  therapy  veterinary;  dihy 
drostreptomycin-nTOmycin  for 
inhalation  therapy  veterinary. 
146b.l33  Dihydrostreptomycln  -  neomycin 
polym3rxin  aerosol  solution  vet 
erinary. 

Authomtt:  §§  146b.l01  to  146b.l33  issued 
under  sec.  507,  59  Stat.  463,  as  amended; 
21  UJ5.C.  357. 

§  146b,101  Streptomycin  sulfate,  strep¬ 
tomycin  hydrochloride,  streptomycin 
phosphate,  streptomycin  trihydro¬ 
chloride  calcium  chloride  (strepto¬ 
mycin  calcium  chloride  complex). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  sul 
fate  is  the  sulfate  salt  of  a  kind  of  strep 
tomycin  or  a  mixture  of  two  or  more  such 
salts;  streptomycin  hydrochloride  is  the 
hydrochloride  salt  of  a  kind  of  strepto 
mycin  or  a  mixture  of  two  or  more  such 
salts;  streptomycin  phosphate  is  the 
phosphate  salt  of  a  kind  of  streptomycin 
or  a  mixture  of  two  ur  more  such  salts; 
streptomycin  trihydrochloride  calcium 
chloride  is  the  double  salt  of  a  kind  of 
streptomycin  or  a  mixture  of  two  or  more 
such  salts.  Each  such  drug  is  so  purified 
and  dried  that: 

(1)  Its  potency  Is  not  less  than  65( 
micrograms  per  milligram; 

(2)  It  Is  sterile; 

(3)  It  Is  nontoxic; 

(4)  It  is  nonpyrogenlc; 

(5)  It  contains  no  histamine  or  hista¬ 
mine-like  substances; 

(6)  Its  moisture  content  is  not  mom 
than  5.0  percent; 

(7)  Its  pH  in  aqueous  solution  of  OJ 
gram  per  millimeter  is  not  less  than  4J 
and  not  more  than  7.0. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing.  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destroying  the 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and 
distribution  practice  shall  be  disregarded. 
In  case  it  is  packaged  for  dispensing, 
it  shall  be  in  immediate  containers  o' 


146b.l27 


146b.l28 


146b.l29 


146b.l30 


146b.l31 


146b.l32 


146b.l33 
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colorless  (unless  it  is  intended  solely  Iot 
veterinary  use)  transparent  glass  closed 
by  a  substance  through  which  a 
dermic  needle  may  be  introduced  and 
withdrawn  without  removing  the  closure 
or  destroying  its  effectiveness.  Unless 
it  is  intended  solely  for  veterinary  use 
and  is  conspicuously  so  labeled,  each 
such  container  shall  contain  0.5  gram, 
1.0  gram,  2.0  grams,  3.0  grams,  4.0  grams, 
5.0  grams,  or  10.0  grams,  and  each  may 
be  packaged  in  combination  with  a  con¬ 
tainer  of  the  solvent  water  for  injection 
U.  S.  P.,  dextrose  injection  5  percent 
U.  S.  P.  or  physiological  salt  solution 
U.  S.  P. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  inunediate  container,  the 

statement,  “Expiration  date _ 

the  blank  beiiig  filled  in  with  the  date 
that  is  48  months  after  the  month  dur¬ 
ing  which  the  batch  wsis  certified,  ex¬ 
cept  that  the  blank  may  be  filled  in  with 
the  date  that  is  60  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied  if  the  person  who  requests  certifica¬ 
tion  has  submitted  to  the  Commissioner 
results  of  tests  and  assays  showing  that 
after  having  been  stored  for  such  a 
period  of  time  such  drug  as  prepared  by 
him  complies  with  the  standards  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(ii)  On  the  circular  or  other  labeling 
within -or  attached  to  the  package,  if  it 
is  packaged  for  dispensing,  the  condi¬ 
tions  under  which  such  solutions  should 
be  stored,  including  the  statement, 
“Sterile  solutions  may  be  stored  at  room 
temperature  for  4  weeks  without  sig¬ 
nificant  loss  of  potency.” 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(3)  It  is  packaged  solely  for  manu¬ 
facturing  use  andlor  repacking.  Each 
package  shall  bear  on  its  outside  wrap¬ 
per  or  container  and  the  immediate  con¬ 
tainer  the  following: 

(i)  The  potency  per  gram  and  the 
number  of  grams  in  the  immediate 
container. 

(ii)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(iii)  The  statemeirt  “For  manufactur¬ 
ing  use,”  “For  repacking.”  or  “For  manu¬ 
facturing  use  or  repa^ng.” 

(iv)  The  information  required  by  sub- 
paragraph  (1)  (i)  of  this  paragraph. 

(d)  Aeguest  for  certification,  check 
jctts  and  assays;  samples.  (1)  In  addi- 
wn  to  complying  with  the  requirements 
of  9 148.2  of  this  chapter,  a  person 
TOO  requests  certification  of  a  batch 


shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in 
the  batch,  the  number  of  grams  in 
each  pack^e,  and  (unless  it  was  pre¬ 
viously  submitted)  the  date  on  which  the 
latest  assay  of  the  drug  comprising  the 
batch  was  completed.  Such  request  shall 
be  accompanied  or  followed  by  the  re¬ 
sults  of  tests  and  assays  made  by  him 
on  the  batch  for  potency,  sterility,  tox¬ 
icity,  pyrogens,  histamine  content,  mois¬ 
ture,  pH,  and  identity.  If  such  batch  or 
any  part  thereof  is  to  be  packaged  with 
a  solvent  such  request  shall  also  be  ac¬ 
companied  by  a  statement  that  such 
solvent  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  If  such  batch  Is  packaged  for  dis¬ 
pensing,  such  person  shall  submit  with 
hi4  request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility:  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  5  immediate 
containers. 

(ii)  For  sterility  testing;  10  immedi¬ 
ate  containers. 

Such  sample  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are 
approximately  equal. 

(3)  If  such  batch  is  packaged  for  re¬ 
packing  or  for  use  as  an  ingredient  in 
the  manufactime  of  another  drug,  such 
person  shall  submit  with  his  request  an 
accurately  representative  sample  of  the 
batch,  consisting  of  the  following: 

(i)  For  all  tests  except  sterility;  5 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  approx¬ 
imately  0.5  gram  taken  from  a  different 
part  of  such  batch,  and  each  shall  be 
packaged  in  accordance  wlt^  the  re¬ 
quirements  of  paragraph  (b)  of  this 
section. 

(4)  In  connection  with  contemplated 
requests  for  certification  of  repackaged 
batches  or  batches  of  another  drug  in 
the  manufacture  of  which  it  is  to  be  used, 
the  manufacturer  of  a  batch  which  is  to 
be  so  repacked  or  used  may  request  the 
Commissioner  to  make  check  tests  and 
assays  on  a  sample  of  such  batch  taken 
as  prescribed  by  subparagraph  (3)  of  this 
paragraph.  Prom  the  information  re¬ 
quired  by  subparagraph  (1)  of  this  para¬ 
graph  may  be  omitted  results  of  tests 
and  assays  not  required  for  the  batch 
when  used  in  such  other  drug.  The  Com¬ 
missioner  shall  report  to  such  manufac¬ 
turer  results  of  such  check  tests  and 
assays  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part 
shall  be: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (1) ,  (S) 
(i) ,  and  (4)  of  this  section;  $10.00  for  aU 
samples  submitted  in  accordance  with 
paragraph  (d)  (2)  (ii)  and  (3)  (i)  of  this 
section. 


(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  Immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments.  of  9  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subpan^raiA 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless 
such  fee  is  covered  by  an  advance 
deposit  maintained  in  accordance  with 
§  146.8  (d)  of  this  chapter. 

§  146b.  102  StreptoBiycin  ointment;  di¬ 
hydrostreptomycin  ointment. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  oint¬ 
ment  and  dihydrostreptomycin  ointment 
are  streptomycin  or  dihydrostreptomy- 
cin  in  a  suitable  and  harmless  ointment 
base,  with  or  without  suitable  and  harm¬ 
less  dispersing  and  suspending  agents 
and  preservatives.  Their  potency  is  not 
less  than  5,000  yg.  per  gram  of  ointment. 
The  streptomycin  used  conforms  to  tl^e 
requirements  of  §  146b.l01  (a),  except 
§  146b.l01  (a)  (2) .  (3) .  (4) .  (5) .  and  (6) . 
The  dihydrostreptomycin  used  conforms 
to  the  requirements  of  9  146b.l03,  except 
the  standards  for  sterility,  toxicity,  pyro¬ 
gens,  histamine,  and  moisture.  Each 
other  substance  used,  if  its  name  is 
recognized  in  the  U.  S.  P.  or  N.  F.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging.  Streptomycin  oint¬ 
ment  and  dihydrostreptomycin  ointment 
shall  be  packaged  in  collapsible  tubes 
which  shall  be  well-closed  containers  as 
defined  by  the  U.  S.  P..  and  each  such 
tube  shall  not  be  larger  than  the  2-ounce 
size,  except  if  it  is  labeled  solely  for  hos¬ 
pital  use  it  may  be  packsiged  in  imme¬ 
diate  containers  of  glass  which  meet  the 
test  for  tight  containers  as  defined  by 
the  U.  S.  P.  The  composition  of  the 
immediate  container  and  closure  Shan  be 
such  as  win  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shaD  be  dis¬ 
regarded. 

(c)  Labeling — (1)  It  is  packaged  far 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  9  1.108(b)  of 
this  chapter  (regulations  issued  under 
section  502(f>  of  the  act),  each  package 
shall  bear  on  its  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 

statement  "Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  24  months  after  the  month  during 
which  the  batch  was  certified. 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  ^all  comply  with 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law.  prohibits  dispensing  without 
prescriptiem,”  each  padcage  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 
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(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  8 146^  of  this 
chaptCT,  a  person  who  requests  cer¬ 
tification  of  a  batch  of  streptomy¬ 
cin  ointment  or  dlhydrostreptomycln 
ointment  shall  submit  with  his  re¬ 
quest  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  mark  and 
(unless  it  was  preidously  submitted)  the 
date  on  which  the  latest  assay  of  the 
streptomycin  used  in  making  such  batch 
was  completed,  the  quantity  of  each 
ingredient  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  and  that  each  component  of  the 
ointment  base  used  conforms  to  the  re¬ 
quirements  prescribed  therefor,  if  any, 
by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of : 

(i)  The  batch;  potency. 

(li)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch* 
potency,  pH,  streptomycin  content  if  it 
is  dihydrostreptomycin,  and  crystallinity 
if  it  is  crystalline  dihydrostreptomycin 
sulfate. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurate^  representative  sam¬ 
ples  of  the  following: 

(1)  The  batch;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  contain¬ 
ers  in  the  batch,  but  in  no  case  less  than 
5  immediate  containers  unless  each  such 
container  is  packaged  for  hospital  use 
and  contains  more  than  2  ounces,  in 
which  case  the  sample  shall  consist  of  ap¬ 
proximately  1  ounce  of  ointment  for  each 
5,000  immediate  containers  in  the  batch, 
but  in  no  case  less  than  five  1-ounce  por¬ 
tions.  Such  sample  shall  be  collected  by 
taking  single  immediate  containers  or  1- 
ounce  portions  at  such  intervals  through¬ 
out  the  entire  time  of  packaging  the 
batch  that  the  quantities  packaged  dur¬ 
ing  the  intervals  are  approximately 
equal. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
5  packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each,  packaged  in  accordance  with  the 
requirements  of  8  146b.l01  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  the  ingredients  used  in 
making  the  ointment  base  of  the  batch; 
one  package  of  each  containing  approxi¬ 
mately  200  grams,  except  for  the  sus¬ 
pending  and  dispersing  agents  used,  in 
which  case  the  sample  shall  consist  of 
approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
streptomycin  ointment  or  dihydrostrep- 


tomycln  ointment  under  the  regulations 
in  this  part  shall  be: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i),  (ii),  and  (iii)  of  this 
section;  and 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification,  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146b.l03  Dihjdrostreptomycin  sul* 
fate,  crystalline  dihydrostreptomycin 
sulfate,  dihydrostreptomycin  hydro¬ 
chloride. 

(a)  Dihydrpstreptomycin  sulfate  is 
the  hydrogenated  sulfate  salt  of  a  kind  of 
streptomycin  or  a  mixture  of  two  or  more 
such  salts;  crystalline  dihydrostreptomy¬ 
cin  sulfate  is  the  hydrogenated  crystal¬ 
line  sulfate  salt  of  a  kind  of  streptomycin 
or  a  mixture  oi  two  or  more  such  salts; 
dihydrostreptomycin  hydrochloride  is  the 
hydrogenated  hydrochloride  salt  of  a 
kind  of  streptomycin  or  a  mixture  of 
two  or  more  such  salts.  Each  such  drug 
conforms  to  all  requirements  prescribed 
by  §  146b.l01  for  streptomycin  sulfate 
and  streptomycin  hydrochloride,  and  is 
subject  to  all  procedures  prescribed  by 
§  146b.l01  for  streptomycin  sulfate  and 
streptomycin  hydrochloride,  except  that: 

(1)  Its  potency  is  not  less  than  650 
micrograms  per  milligram,  except  that 
if  it  is  crystalline  dihydrostreptomycin 
sulfate  its  potency  is  not  less  than  725 
micrograms  per  milligram. 

(2)  Its  content  of  streptomycin  sul¬ 
fate  or  streptomycin  hydrochloride  is 
not  more  than  3.0  percent  when  calcu¬ 
lated  as  streptomycin  base,  except  that 
if  it  is  crystalline  dihydrostreptomycin 
sulfate  its  content  of  streptomycin  sul¬ 
fate  is  not  more  than  1.0  percent. 

(b)  If  it  is  intended  for  human  paren¬ 
teral  use,  in  addition  to  the  labeling 
prescribed  for  streptomycin  sulfate  by 
§  146b.l01(c),  its  labeling  shall  bear,  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  on  the  immediate  container 
the  statement,  “Warning:  For  use  only 
in  patients  who  cannot  tolerate  strep¬ 
tomycin.” 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  warn¬ 
ings  to  the  effect  that: 

(i)  Because  of  its  potentiality  for 
causing  delayed  deafness,  dihydrostrep¬ 
tomycin  should  be  administered  only  to 
patients  having  infections  that  are 
amenable  to  treatment  with  dihydro¬ 
streptomycin  or  streptomycin  but  for 
whom  streptomycin  is  contraindicated. 

(ii)  Severe  auditory  impairment  has 
been  reported  following  a  total  paren¬ 
teral  dose  of  as  little  as  2  grams  to  5 
grams  of  dihydrostreptomycin.  The  au¬ 
ditory  damage,  which  is  usually  per¬ 
manent,  may  be  delayed  for  a  few  weeks 
or  up  to  several  months. 


§  146b.l04  Streptomycin  tablets;  dihy¬ 
drostreptomycin  tablets. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  tab¬ 
lets  and  dihydrostreptomycin  tablets  are 
streptomycin  or  dihydrostreptomycin 
tableted  with  or  without  glucoronolac- 
tone,  kaolin,  or  other  suitable  and  harm¬ 
less  absorbent  ingredients,  pectin,  and 
dried  aluminum  hydroxide  gel,  with  or 
without  bismuth  glycolylarsanilate  and 
one  or  more  suitable  sulfonamides,  and 
with  or  without  the  addition  of  one  or 
more  suitable  and  harmless  diluents, 
binders,  lubricants,  colorings,  and  fiavor- 
ings.  If  it  is  intended  solely  for  veteri¬ 
nary  use  and  is  conspicuously  so  labeled, 
it  may  contain  vitamin  A.  The  potency 
of  each  tablet  is  not  less  than  50  milli¬ 
grams.  Its  moisture  content  is  not  more 
than  10  percent.  Tablets  not  exceeding 
15  millimeters  in  diameter,  or  not  in¬ 
tended  only  for  preparing  solutions,  shall 
disintegrate  within  1  hour.  If  the  tab¬ 
lets  are  intended  for  human  use,  the 
streptomycin  or  dihydrostreptomycin 
used  confomis  to  the  standards  pre¬ 
scribed  by  §  146b.l01(a)  or  8  146b.l03, 
except  the  standards  for  sterility,  pyro¬ 
gens,  and  histamine  content.  If  the  tab¬ 
lets  are  intended  solely  for  veterinary 
use,  the  streptomycin  or  dihydrostrep¬ 
tomycin  used  may  conform  to  the  stand¬ 
ards  prescribed  by  §  146b.ll4(a).  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  UJSP.  or  NF*.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  In  all  cases  the  Im¬ 
mediate  container  shall  be  a  well  closed 
container  or  a  tight  container  as  defined 
by  the  U.  S.  P.  and  it  may  contain  a 
desiccant  separated  from  the  tablets  by 
a  plug  of  cotton  or  other  like  material 
The  composition  of  the  immediate  con¬ 
tainer  shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  therefor 
in  applicable  standards,  except  that 
minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  8  1.106(b)  of  this  chap¬ 
ter  (regulations  issued  under  section 
502(f)  of  the  act),  each  package  shall 
bear  on  the  outside  wrapper  or  container 
and  the  immediate  container,  as  herein¬ 
after  indicated,  the  following: 

(i)  The  statement  “Expiration  date 

_ ; _ ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified,  except  that  the  blank  may  be 
filled  in  with  the  date  that  is  36  months 
or  48  months  after  the  month  during 
which  the  batch  was  certified  if  the  per¬ 
son  who  requests  certification  has  sub¬ 
mitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
with  the  standards  prescribed  in  para¬ 
graph  (a)  of  this  section. 

(ii)  If  it  contains,  in  addition  to  strep¬ 
tomycin  or  dihydrostreptomycin,  one  or 
more  of  the  other  active  ingredients 
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specified  in  paragraph  (a)  of  this  sec¬ 
tion,  after  the  name  “streptomycin  tab¬ 
lets”  or  “dihydrostroptomycin  tablets,” 
wherever  it  appears,  the  words  “with 

_ (the  blank  being  filled  in  with 

the  common  or  usual  name  of  each  such 
other  ingredient) in  juxtaposition  with 
such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
pre^cription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  sam~ 
pies.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this 
chapter,  a  person  who  requests  certifi¬ 
cation  of  a  batch  of  streptomycin  or 
dihydrostreptomycin  tablets  shall  sub¬ 
mit  with  his  request  a  statement  show¬ 
ing  the  batch  mark,  the  number  of 
packages  of  each  size  in  such  batch,  the 
batch  mark  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  such  batch 
was  completed,  the  potency  of  each  tab¬ 
let,  the  quantity  of  each  ingredient  used 
in  making  the  batch,  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed,  and  a  state¬ 
ment  that  each  ingredient  used  in 
making  the  batch  conforms  to  the  re¬ 
quirements  prescribed  therefor,  if  any, 
by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of : 

(i)  The  batch:  Average  potency  per 
tablet,  average  moisture,  and  if  required 
by  paragraph  (a)  of  this  section,  dis¬ 
integration  time. 

(ii)  The  streptomycin  or  dihydrostrep¬ 
tomycin  used  in  making  the  batch; 
potency,  toxicity,  moisture,  pH,  strepto¬ 
mycin  content  if  it  is  dihydrostreptomy¬ 
cin,  and  crystallinity  if  it  is  crystalline 
dihydrostreptomycln  sulfate. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  ir.  the  quantities  hereinafter 
indicated,  accurately  representative  sam¬ 
ples  of  the  following: 

(i)  The  batch: 

(a)  For  potency  and  moisture:  One 
tablet  for  each  5,000  tablets  in  the  batch, 
but  in  no  case  less  than  30  tablets,  col¬ 
lected  by  taking  single  tablets  through¬ 
out  the  entire  time  of  tableting  so  that 
the  quantities  tableted  during  the  in¬ 
tervals  are  approximately  equal. 

(b)  For  disintegration  time:  6 
tablets. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
five  packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each,  packaged  in  accordance  with  the 
requirements  of  §  146b.l01  (b) . 
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(iil)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  hsis  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  service  ren¬ 
dered  with  respect  to  each  batch  of  strep¬ 
tomycin  or  dihydrostreptomycin  tablets 
under  the  regulations  in  this  part  shall 
be: 

(1)  $0.75  for  each  tablet  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a)  of  this  section;  $3.00  for 
all  tablets  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  section; 
$4.00  for  each  package  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  tablets  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations.  • 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146b.  105  Streptomycin  for  topical  use; 

streptomycin  with _ (the  blank 

being  filled  in  with  the  name  of  the 
vehicle  if  a  package  combination) 
for  topical  use. 

(.a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  for 
topical  use  conforms  to  all  the  require¬ 
ments  prescribed  by  §  146b.l01  (a)  for 
streptomycin,  and  may  be  packaged  in 
combination  with  a  container  of  a  suit¬ 
able  and  harmless  vehicle. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  streptomycin  for  topical  use 
shall  be  of  colorless  transparent  glass  so 
closed  as  to  be  a  tight  container  as  de¬ 
fined  by  the  U.  S.  P.,  shall  be  sterile  at 
the  time  of  filling  and  closing,  shall  be 
so  sealed  that  its  contents  cannot  be 
used  without  destroying  such  seal,  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
which  are  normal  and  unavoidable  in 
good  packaging,  storage,  and  distribution 
practice  shall  be  disregarded.  Each 
such  container  shall  contain  not  less 
than  20  milligrams. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) .  each  package  shall  bear  on 
its  outside  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement.  “Expiration  date _ ," 

the  blank  being  filled  in  with  the  date 
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tiiat  is  48  months  after  the  month  during 
which  the  batch  was  certified. 

(ii)  If  it  is  a  packaged  combination,  on 
the  immediate  container  of  the  vehicle 
in  the  combination,  a  statement  giving 
the  method  of  dissolving  the  streptomy¬ 
cin  in  the  vehicle  and  the  statement  “The 
solution  may  be  stored  at  room  tempera¬ 
ture  for  1  week  without  significant  loss 
of  potency.” 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  with¬ 
out  prescription,”  each  package  shall 
include  information  containing  direc¬ 
tions  and  warnings  adequate  for  the 
veterinary  use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  compl3ring  with  the  re¬ 
quirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifica¬ 
tion  of  a  batch  of  streptomycin  for 
topical  use  shall  submit  with  his  re¬ 
quest  a  statement  showing  the  batch 
mark,  the  number  of  packages  of 
each  size  in  such  batch,  the  number  of 
milligrams  in  each  package,  and  (unless 
it  was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  the  batch  was  completed.  Such 
request  shall  be  accompanied  or  followed 
by  the  results  of  tests  and  assays  made  by 
him  on  the  batch  for  potency,  sterility, 
toxicity,  pyrogens,  histamine  content, 
moisture,  and  pH.  If  such  batch,  or  any 
part  thereof,  is  to  be  packaged  with  a 
vehicle,  siich  request  shall  be  accom¬ 
panied  by  a  statement  that  such  vehicle 
conforms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Such  person  shall  submit  in  con¬ 
nection  with  his  request  an  accurately 
representative  sample  of  the  batch,  con¬ 
sisting  of  the  following: 

(i)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  50  immediate 
containers. 

(ii)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers,  before 
or  after  labeling,  at  such  intervals 
throughout  the  entire  time  of  packaging 
Uie  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(3)  In  case  of  an  Initial  request  for 
the  certification  of  a  batch  of  strepto¬ 
mycin  for  topical  use  which  is  to  be 
padcaged  in  combination  with  a  con¬ 
tainer  of  a  vehicle,  or  when  any  change 
is  made  in  the  composition  of  such  ve¬ 
hicle.  such  person  shall  submit  in  con¬ 
nection  with  his  request  five  packages  of 
the  vehicle  included  in  the  combination. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $1.00  for  each  immediate  con¬ 
tainer  in  Uie  sample  submitted  in  accord¬ 
ance  with  paragraph  (d)  (2)  (i)  of  this 
section:  $4.00  for  each  package  in  the 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  of  this  section;  $10.00 
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for  all  containers  sulnnltted  In  accord¬ 
ance  with  paragraph  (d)(2)(ii  )of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packt^es,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  unless  such  fee 
Is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  (d)  of 
this  chapter. 

§  146b.l06  Streptomycin  mlfate  solu¬ 
tion  ;  dihydrostreptomycin  sulfate  so¬ 
lution  (crystalline .  dihydrostrepto¬ 
mycin  sulfate  solution). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  sul¬ 
fate  solution  is  an  aqueous  solution  of 
streptomycin  sulfate.  Dihydrostrepto¬ 
mycin  sulfate  solution  is  an  aqueous  so¬ 
lution  of  dihydrostreptomycin  sulfate 
or  crystalline  dihydrostreptomycin  sul¬ 
fate.  Such  solution  conforms  to  all 
standards  prescribed  by  §  146b.l01  for 
streptomycin  sulfate  or  §  146b.l03  for  di¬ 
hydrostreptomycin  sulfate  or  crystalline 
dihydrostreptomycin  sulfate,  except  the 
limitation  on  moisture  content,  and  ex¬ 
cept  that: 

(1)  Its  potency  is  not  less  than  250 
miLigrams  per  milliliter  and  not  more 
than  500  milligrams  per  milliliter,  un¬ 
less  it  is  intended  solely  for  veterinary 
use  and  is  conspicuously  so  labeled. 

(2)  It  contains  one  or  more  suitable 
and  harmless  preservatives. 

(3)  Its  pH  is  not  less  than  5.0  and  not 
more  than  8.0. 

(4)  It  may  contain  one  or  more  suit¬ 
able  and  harmless  buffer  substances  and 
stabilizing  agents. 

(b>  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing.  Shan  be  so  sealed  that  the  contents 
cannot  be  used  without  destroying  the 
seal,  and  shall  be  of  such  compo^tion  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  piurity  of  the  contents  beyond 
any  limit  .therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and 
distribution  practice  shall  be  disregarded. 
In  case  it  is  packaged  for  dispensing  it 
shall  be  in  immediate  containers  of 
colorless  (unless  it  is  intended  solely  for 
veterinary  use)  transparent  glass  closed 
by  a  substance  through  which  a  hsrpo- 
dermic  needle  may  be  introduced  and 
withdrawn  without  removing  the  closure 
or  destroying  its  effectiveness,  unless  it  is 
packaged  to  contain  a  single  dose.  Each 
such  container  shall  contain  not  less 
than  1.0  milliliter  and  not  more  than  50 
milliliters,  unless  it  is  intended  solely  for 
veterinary  use  and  is  conspicuously  so 
labeled. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  i  1.106(b)  of  this  chapter 
(regiilations  issued  imder  section  502(f) 


of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated.  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement.  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after  the 
month  during  which  the  batch  was*  cer¬ 
tified  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  18  months,  24 
months,  36  months,  48  months,  or  60 
months  after  the  month  during  which 
the  batch  was  certified  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assays  showing  that  after  having  been 
stored  for  such  time  period  such  drug  as 
prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(b)  If  it  is  dihydrostreptomycin  sul¬ 
fate  solution,  the  statement,  "Warning — 
For  use  only  in  patients  who  cannot  tol¬ 
erate  streptomycin.” 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer  the  statement.  “Store  in  refrig¬ 
erator  not  above  15“  C.  (59“  F.)”  or 
“Store  below  15*  C.  (59*  F.),”  unless  the 
person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  such 
drug  as  prepared  by  him  complies  with 
the  standards  prescribed  by  paragraph 
(a)  of  this  section  after  having  been 
stored  at  room  temperature. 

(iii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it 
is  dihydrostreptomycin  sulfate  solution 
and  it  is  intended  for  parenteral  use, 
warnings  containing  information  to  the 
effect  that: 

(a)  Because  of  the  potentiality  for 
causing  delayed  deafness,  dihydrostrep¬ 
tomycin  should  be  administered  only  to 
patients  having  infections  that  are 
amenable  to  treatment  with  dihydro¬ 
streptomycin  or  streptomycin,  but  for 
whom  streptomycin  is  contraindicated. 

(b)  Severe  auditory  impairment  has 
been  reported  following  a  total  paren¬ 
teral  dose  of  as  little  as  2  grams  to  5 
grams  of  dihydrostreptomycin.  The 
auditory  damage,  which  is  usually  per¬ 
manent,  may  be  delayed  for  a  few  weeks 
or  up  to  several  months. 

(2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requii-ements  prescribed  by  sub- 
paragraph  (1)  (i)(a)  and'(ii)  of  this 
paragraph  except  that  in  lieu  of  the 
statement,  “Caution:  Federal  law  pro¬ 
hibits  dispensing  without  prescription,” 
each  package  shall  include  information 
containing  directions  and  warnings  ade¬ 
quate  for  the  veterinary  use  of  the  drug 
by  the  laity. 

(3)  It  is  packaged  for  manufacturing 
use  aitd/or  repacking.  Each  package 
shall  bear  on  its  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 
following: 

(i)  The  number  of  milligrams  in  each 
milliliter* and  the  number  of  milliliters 
in  the  immediate  container. 

(ii)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 


(iii)  The  stat^ent  “For  manufactur- ' 
ing  use,”  “For  repacking,”  or  “For  manu¬ 
facturing  use  or  repackij^.” 

(iv)  The  information  required  by  sub- 
paragraph  (1)  (i)  (a)  and  (1)  (ii)  of  this 
paragraph. 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in 
the  batch,  the  number  of  milligrams 
or  grams  dissolved  in  each  of  such 
packages,  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such 
batch  was  completed,  and  if  it  is  crys¬ 
talline  dihydrostreptomycin  sulfate  so¬ 
lution,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  crystalline  dihy¬ 
drostreptomycin  sulfate  used  in  making 
such  batch  was  completed. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  follpwing, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch ;  potency,  sterility,  tox¬ 
icity,  pyrogens,  histamine  content,  pH, 
and  streptomycin  content,  if  it  is  dihy¬ 
drostreptomycin  sulfate  or  crystalline 
dihydrostreptcwnycin  sulfate. 

(ii)  The  streptomycin  sulfate  or  dihy¬ 
drostreptomycin  sulfate  used  in  making 
the  batch;  potency  on  dry  basis  and 
crystallinity  if  it  is  crystalline  dihydro¬ 
streptomycin  sulfate. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(1)  The  batch,  if  packaged  for  dis¬ 
pensing: 

(o)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  5  immediate  containers. 

(b)  For  sterility  testing;  10  immedi¬ 
ate  containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  batch,  if  packaged  for  re¬ 
packing  or  for  use  in  the  manufacture 
of  another  drug: 

(a)  For  all  tests  except  sterility;  5 
packages. 

(b)  For  sterility  testing;  10  packages. 
Each  such  package  shall  contain  ap¬ 
proximately  2  milliliters  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

(iii)  The  streptomycin  or  dihydr07 
streptomycin  used  in  making  the  batch; 
one  immediate  container,  unless  it  is 
crystalline  dihydrostreptomycin,  in 
which  case  the  sample  shall  consist  of 
three  immediate  containers.  Each  im- 
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mediate  container  shall  contain  approxi¬ 
mately  0.5  gram  of  the  dried  drug  pack¬ 
aged  in  accordance  with  the  requirements 
of  §  146b.l01(b).  If  the  streptomycin  or 
dihydrostreptomycin  used  in  making  the 
batch  is  a  solution  of  the  drug,  the  per¬ 
son  who  requests  certification  shall  dry  a 
sufficient  quantity  of  such  solution  for 
potency  testing  on  the  dry  basis. 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (li)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(lii)  of  this  paragraph,  is  required  il 
such  result  or  sample  has  been  previously 
submitted. 

(5)  In  connection  with  contemplated 
requests  for  certification  of  repackaged 
batches  or  batches  of  another  drug  in 
the  manufacture  of  which  it  is  to  be 
used,  the  manufacturer  of  the  batch 
which  is  to  be  so  repacked  or  used  may 
request  the  Commissioner  to  make  check 
tests  and  assasrs  on  a  sample  of  such 
batch,  taken  as  prescribed  by  subpara¬ 
graph  (3)  (ii)  of  this  paragraph.  From 
the  information  required  by  subpara¬ 
graph  (2)  (i)  of  this  paragraph  may  be 
omitted  results  of  tests  and  assays  not 
required  for  the  batch  when  used  in  such 
other  drug.  The  Commissioner  shall  re¬ 
port  to  such  manufacturer  results  of 
such  check  tests  and  assays  as  are  so 
requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  regard  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i) 
(a),  (ii)  (a),  and  (5)  of  this  section; 
$4.00  for  each  package  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (iii)  and  (iv)  of  this  section; 
$10.00  for  all  containers  submitted  in 
accordance  with  paragraph  (d)  (3)  (i)  (b) 
of  this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  exami¬ 
nation  of  such  immediate  containers, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the 
requirements  of  §  146.3  of  this  chapter 
for  the  issuance  of  a  certificate,  the  cost 
of  such  investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  de¬ 
posit  maintained  in  accordance  with 
S  146.8  (d)  of  this  chapter. 

§  146b.l07  Streptoinycin*poly  my  X  in¬ 
bacitracin  tablets. 

(a)  Standards  of  identity,  strength, 
(juality,  and  purity.  Streptomycin-poly- 
myxin-bacitracii:  tablets  are  tablets 
composed  of  streptomycin,  polsrmsrxin  B, 
and  bacitracin,  with  or  without  the  ad¬ 
dition  of  one  or  more  suitable  and  harm¬ 
less  buffer  substances,  diluents,  binders, 
lubricants,  colorings,  and  flavorings. 
The  potency  of  each  tablet  is  not  less 
than  250  milli'n'ams  of  streptomycin, 
200,000  units  of  polsmiyxin  B,  and  5,000 


units  of  bacitracin.  Its  moisture  con¬ 
tent  is  not  more  than  3  percent.  Tab¬ 
lets  not  exceeding  15  millimeters  in  di¬ 
ameter,  or  not  intended  only  for  prepar¬ 
ing  solutions,  shall  disintegrate  within 
1  hour.  The  streptomycin  used  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  §  146b.l01(a).  except  5  146b.l01 
(a)  (2),  (4),  and  (5).  The  polsnnyxin 
used  is  produced  by  the  growth  of  Bacil¬ 
lus  polymyxa,  has  a  potency  of  not  less 
than  3,800  units  per  milligram,  and  is 
nontoxic.  The  bacitracin  used  conforms 
to  the  standards  prescribed  therefor  by 
§  146e.401  (a)  of  this  chapter,  except 
S146e.401  (a)  (2),  (4).  and  (8).  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.  S.  P.  or  N.  F.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  Unless  each  tablet  is 
enclosed  in  a  foil  or  plastic  film  and  such 
enclosure  is  a  tight  container  as  defined 
by  the  U.  S.  P.,  except  the  provision  that 
it  shall  be  capable  of  tight  reclosure,  the 
immediate  container  shall  be  a  tight 
container  as  so  defined.  The  immediate 
container  may  also  contain  a  desiccant 
separated  from  the  tablets  by  a  plug  of 
cotton  or  other  like  material.  The  com¬ 
position  of  the  immediate  container,  or 
of  the  foil  or  film  enclosure,  shall  be  such 
as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
imavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and 
the  immediate  container  the  statement, 

“Expiration  date _ ,”  the  blank 

being  filled  in  with  the  date  that  is  18 
months  after  the  month  during  which 
the  batch  was  certified. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution; 
Federal  law  prohibits  dispensing  with¬ 
out  prescription,”  each  package  shall 
include  information  containing  direc¬ 
tions  and  warnings  adequate  for  the 
veterinary  use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter.  a  person  who  requests  certifica¬ 
tion  of  a  batch  of  streptomycin-poly- 
msrxin-bacitracin  tablets  shall  submit 
with  his  request  a  statement  show¬ 
ing  the  batch  mark,  the  niunber  of 
packages  of  each  size  in  such  batch, 
the  batch  mark  and  (unless  they 
were  previously  submitted)  the  dates  on 
which  the  latest  assays  of  the  strepto¬ 
mycin,  polsrms^in,  and  bacitracin  used 
in  making  such  batch  were  completed, 
the  potency  of  each  tablet,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  the  date  on  which  the  latest  assay 


of  the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
ingredient  used  in  making  the  batch 
conforms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Average  potency  per 
tablet,  average  moisture,  and  if  required 
by  paragraph  (a)  of  this  section,  disinte¬ 
gration  time. 

(ii)  The  streptomycin  used  in  making 
the  batch;  potency,  toxicity,  moisture, 
and  pH. 

(iii)  The  polymyxin  used  in  making 
the  totch;  potency  and  toxicity. 

(iv)  The  bacitracin  used  in  making 
the  batch;  potency,  toxicity,  moisture, 
and  pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch: 

(a)  For  potency  and  moisture:  One 
tablet  for  each  5,000  tablets  in  the  batch, 
but  in  no  case  less  than  30  tablets,  col¬ 
lected  by  taking  single  tablets  through¬ 
out  the  entire  time  of  tableting  so  that 
the  quantities  tableted  during  the  inter¬ 
vals  are  approximately  equal. 

(b)  For  disintegration  time:  6  tablets. 

(ii)  The  streptomycin  used  in  making 
the  batch;  five  packages  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram  each,  packaged  in  accord¬ 
ance  with  the  requirements  of  §  146b.l01 
(b). 

(iii)  The  polsrmyxin  used  in  makii^ 
the  batch;  five  packages,  each  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0!5  gram. 

(iv)  The  bacitracin  used  in  making 
the  batch;  six  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram,  packaged  in  accordance 
with  the  requirements  of  §  146e.401  (b) 
of  this  chapter. 

(V)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  midcing  the  batch;  one  package  of 
each,  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii),  (iii),  and  (iv)  of  this 
paragraph,  and  no  sample  referred  to  in 
subparagraph  (3)  (ii).  (iii).  and  (iv)  of 
this  paragraph,  is  required  if  such  result 
or  sample  has  been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  of 
streptomycin-pohnnsncin-bacitracin  tab¬ 
lets  under  the  regulations  in  this  part 
shall  be: 

(1)  $1.00  for  each  tablet  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a)  of  this  section;  $3.00  for 
all  tablets  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  section; 
$4.00  for  each  package  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)(3)  (U),  (hi),  (iv),  and  (v)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina- 


13152 


RULES  AND  REGULATIONS 


tlon  of  such  tablets  and  packages  are 
necessary  to  determine  whether  or  not 
such  batch  0(mipli»  with  the  reauire- 
ments  of  S  146^  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph 

(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  imless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  fi  146.8 
(d)  of  this  chapter. 

§  146b.l08  Streptomycin  syrup;  strep¬ 
tomycin  in  gel  (streptomycin  oral 
suspension);  dihydrostKptomycin 
syrup;  dihydrostreptomycin  in  gel 
(dihydrostreptomycin  oral  suspen¬ 
sion). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  syrup 
and  dihydrostreptomycin  syrup  are 
streptomycin  or  dibydrostreptcunycin 
dissolved  in  a  suitable  and  harmless  dil¬ 
uent  that  contains  one  or  more  suitable 
and  harml^  preservatives.  Streptomy¬ 
cin  in  gel  and  dihydrostreptomycin  in  gel 
are  streptomycin  or  dihydrostreptomycin 
dissolved  or  suspended  in  a  suitable  and 
harmless  gel  base  that  contains  a  suit¬ 
able  and  harmless  adsorbent  and  one  or 
more  suitable  and  harmless  preserva¬ 
tives.  Each  such  diu?  may  contain  one 
or  more  suitable  and  harmless  suspend¬ 
ing  or  di^rsing  agents,  flavorings, 
pectin,  bismuth  glycolylarsanilate,  bis¬ 
muth  magma,  or  bismuth  subcarbonate, 
suitable  mineral  salts,  procaine  hydro¬ 
chloride,  a  suitable  anUspasmodic  agent, 
and  one  or  more  suitable  sulfonamides. 
Its  potency  is  not  less  than  10  milligrams 
per  milliliter.  The  streptomycin  used 
conforms  to  the  standards  prescribed 
therefor  by  §  146b.l01  (a) ,  except  sub- 
paragraphs  (2) ,  (4) ,  (5) ,  and  (6)  of  that 
paragraph.  The  dihydrostreptomycin 
used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  S  146b.l03  except  the 
standards  for  sterility,  pyrogens,  mois- 
^ture,  and  histamine  content^  Each  other 
'  substance  used,  if  its  name  is  recognized 
in  the  U.  8.  P.  or  N.  F.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium.  ' 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  glass,  so 
closed  as  to  be  a  tight  container  as  de- 
flned  by  the  U.  8.  P.  and  of  such  compo¬ 
sition  that  will  not  cause  any  change  in 
the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  and  labeling,  as  hereinafter 
indicated,  the  following! 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement,  “Expiration  date _ ,” 

the  blank  beii^  fllled  in  with  the  date 
that  is  18  months  after  the  month  during 
which  the  batch  was  certified,  except 


that  the  blank  may  be  filled  in  with  the 
date  that  is  24  months  or  36  months 
after  the  month  during  which  the  batch 
was  certified  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  such  period  of  time  such  drug  as 
prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(ii)  If  it  contains,  in  addition  to  strep¬ 
tomycin  or  dihydrostreptomycin,  one  or 
more  of  the  other  active  ingredients 
specified  in  paragraph  (a)  of  this  sec¬ 
tion.  after  the  name  “streptomycin 
syrup,”  “streptomycin  in  gel,”  “dihydro¬ 
streptomycin  syrup,”  or  “dihydrostrep¬ 
tomycin  in  gel,”  wherever  such  name  ap¬ 
pears,  the  words  “with _ (the 

blank  being  filled  in  with  the  common  or 
usual  name  of  each  such  other  ingre¬ 
dient)  in  Juxtaposition  with  such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph  except  that 
in  lieu  of  the  statement,  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  comparing  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  mark 
and  (unless  it  was  previously  sub¬ 
mitted)  the  date  on  which  the  latest 
assay  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch 
was  completed,  the  potency  per  milliliter 
of  the  batch,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  compris¬ 
ing  such  batch  was  completed,  and  a 
statement  that  each  ingredient  used  in 
making  the  batch  conforms  to  the  re¬ 
quirements  prescribed  therefor,  if  any, 
by  this  section. 

(2)  Except  as  otherwise  provided  in- 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  ah  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch;  average  potency  per 
milliliter. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
potency,  toxicity,  pH,  streptomycin  con¬ 
tent  if  it  is  dihydrostreptomycin,  and 
crystallinity  if  it  is  crystalline  dihydro¬ 
streptomycin. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  ^indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  5  immediate  containers,  collected 


by  taking  single  Immediate  containers  at 
such  intervals  throughout  the  entire 
time  of  packaging  the  batch  that  the 
quantities  packaged  during  the  inter¬ 
vals  are  approximately  equaL  { 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
five  packages  containing  approximatehr 
equal  portions  of  not  less  thim  0.5  gram 
each  packaged  in  accordance  with  the 
requirements  of  S  146b.l01  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpar¬ 
agraph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i).  (ii).  and  (iii)  of  this 
section;  and 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tions  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  investi¬ 
gations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  imless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146b.  109  Streptomycin-bacitracin'poly- 
myxin  gauze  pads. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  8treptomycin-bacl- 
tracin-polym3rxin  gauze  pads  are  absorb¬ 
ent  gauze  that  is  impregnated  with 
streptomycin,  bacitracin,  and  poljmis^xin 
B.  Each  square  inch  of  such  pad  shall 
contain  not  less  than  1  milligram  of 
streptomycin,  50  units  of  bacitracin,  and 
1,000  units  of  polsnnyxin  B.  It  is  sterile. 
Its  moisture  content  is  not  more  than  5 
percent.  The  streptomycin  used  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  §  146b.l01(a),  except  subpara¬ 
graphs  (2),  (4),  and  (5)  of  that  i>ara- 
graph.  The  bacitracin  used  conforms  to 
the  standards  prescribed  therefor  by 
I  146e.401(a),  except  §  146e.401(a)  (2), 
(4) ,  and  (8) .  The  polymyxin  used  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  §  146b.l07  (a) .  The  absorbent 
gauze  used  conforms  to  the  standards 
prescribed  therefor  by  the  U.  8.  P. 

(b)  Packaging.  Unless  it  is  intended 
solely  for  hospital  use.  and  is  consplo- 
uously  so  labeled,  each  streptomycin- 
bacitracln-polym3rxin  gauze  pad  sh^  be 
packaged  individually.  In  all  cases  the 
immediate  container  shall  be  of  such 
composition  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
an;>licable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging.  stor£«e, 
and  distribution  practice  shall  be  disre¬ 
garded. 
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(c)  Labeling.  Each  package  shall  bear 
on  its  label  or  labell^,  as  hereinafter 
indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(i)  The  batch  mark; 

(ii)  The  number  of  milligrams  of 
streptomycin  in  each  pad  of  the  batch; 

(iii)  The  number  of  units  of  bacitracin 
In  each  pad  of  the  batch; 

(iv)  The  number  of  units  of  poly- 
vayxin  B  in  each  pad  of  the  batch; 

(V)  The  length,  width,  and  type  of 
gauze  contained  in  the  pad;  and 
(vi)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  the  date  which  is  12  months  after 
the  month  during  which  the  batch  was 
certified,  except  that  the  blank  may  be 
filled  in  with  the  date  which  is  24  mont^ 
after  the  month  during  which  the  batch 
was  certified  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
sliowing  that  after  having  been  stored 
for  such  period  of  time  such  drug  as 
prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section:  Provided,  however.  That 
such  expiration  date  may  be  omitted 
from  the  immediate  container  if  such 
immediate  container  is  packaged  in  an 
Individual  wrapper  or  container. 

(2)  On  the  immediate  container,  the 
statement  “Sterility  of  the  pad  cannot 
be  guaranteed  if  the  package  bears  evi¬ 
dence  of  damage  or  has  been  previously 
opened.’* 

(3)  On  the  circular  or  other  label¬ 
ing  within  or  attached  to  the  package, 
directions  and  precautions  adequate  for 

•  the  use  of  such  pads. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  compl3ring  with  re¬ 
quirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  of  streptomycin-bacitracin-poly¬ 
myxin  gauze  pads  shall  submit  with  his 
request  a  statement  showing  the  batcdi 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  marks  and 
(unless  they  were  previously  submitted) 
the  dates  on  which  the  latest  assays  of 
the  streptomycin,  bacitracin,  and  poly¬ 
myxin  used  in  makingr'such  batch  were 
completed,  the  potency  of  each  pad  in 
the  batch,  the  quantity  of  each  ingredi¬ 
ent  used  in  making  the  batch,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  and  a 
statement  that  the  absorb^t  gauze  used 
In  making  the  batch  conforms  to  the  re¬ 
quirements  prescribed  therefor  this 
section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  average  potency  of 
streptomycin,  bacitracin,  and  polymyxin 
per  pad.  sterility,  and  average  moisture. 

(ii)  The  streptomycin  used  in  making 
the  batch;  potency,  toxicity,  moisture, 
PR.  and  a^  content. 

(iii)  The  bacitracin  used  in  malring 
the  batch;  potency,  toxicity,  moisture, 
and  pH. 

(iv)  The  polymsrxin  used  in  mn-iring 
the  batch;  potency  and  toxicity. 
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(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
pad  for  each  5,000  pads  in  the  batch,  but 
in  no  case  less  than  30  pads. 

(b)  For  sterility  testing;  10  pads. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  pads  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal.. 

(ii)  The  streptomycin  used  in  making 
the  batch;  six  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram,  packaged  in  accordance 
with  the  requirements  of  §  146b.l01  (b) . 

(iii)  The  bacitracin  used  in  making 
the  batch;  six  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram,  packaged  in  accordance 
with  the  requirements  of  S  146e.401  (b) 
of  this  chapter. 

(iv)  The  polymyxin  used  in  making 
the  batch;  five  packages,  each  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram. 

(V)  In  case  of  an  Initial  request  for 
certification,  one  package  con^sting  (|f 
approximately  5  linear  yards,  or  the 
equivalent,  of  the  absorbent  gauze  used. 

(4)  No  result  referred  to  in  spbpara- 
graph  (2)  (ii),  (iii).  and  (iv)  of  this 
paragraph,  and  no  sample  referred  to  in 
subparagraph  (3)  (ii),  (Ui).  and  (iv) 
of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $1.00  for  each  pad  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a)  of  this  section;  $4.00  for 
each  package  in  the  samples  submitted 
in  accordance  with  paragraph  (d)  (3) 
(ii) ,  (iii) ,  (iv) ,  and  (v)  of  this  section; 
$10.00  for  all  containers  submitted  in 
accordance  with  paragraph  (d)  (3)  0) 
(b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  pads  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146b.  110  Streptomycin  otic  with  anti> 
fungal  agent ;  streptomycin  otic  with 

- ;  dihydi^neptomycin  otic 

with  antifungal  agent;  dihydrostrt^ 

tomycin  otic  with  -  (the 

blank  being  filled  in  with  the  com¬ 
mon  or  usual  name  of  the  anti¬ 
fungal  agent). 

(a)  Standards  of  identUp,  strength, 
quality,  and  purity.  Streptomycin  otic 


with  antifungal  agent  or  dihydrostrepto¬ 
mycin  otic  with  antifungal  agent  is 
streptomycin  or  dihydrostreptomycin 
and  one  or  more  suitable  antifungal 
agents  and  buffer  substances,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  preservatives,  dissolved  or  suspended 
in  a  suitable  and  harmless  vehicle.  Its 
potency  is  not  less  than  2.5  milligrams 
per  milliliter.  Its  pH  is  not  less  than  4.8 
and  not  more  than  6.0.  The  streptomy¬ 
cin  used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146b.l01(a),  except 
§  146b.l01(a)  (2).  (3),  (4),  (5),  and  (6). 
The  dihydrostreptomycin  used  conforms 
to  the  standards  prescribed  therefor  by 
§  146b.l03  (a) ,  except  the  standards  for 
sterility,  p3n:ogens,  toxicity,  histamine, 
and  moisture.  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.S.P.  or  NP.,  conforms  to  the  standards 
prescribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  glass,  so 
closed  as  to  be  a  tight  container  as  de¬ 
fined  by  the  U.  S.  P.,  and  of  such  com¬ 
position  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  ace  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling — (1)  It  is  packaged,  for 

dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  imder  stetion  502(f) 
of  the  act),  each  package  will  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  container  the  statement  “Ex¬ 
piration  date  _ ,”  the  blank 

being  filled  in  with  the  date  that  is  24 
months  after  the  month  during  which 
the  batch  was  certified,,  except  that  the 
blank  may  be  filled  in  with  the  date  that 
is  36  months  after  the  month  during 
which  the  batch  was  certified  if  the  per¬ 
son  who  requests  certification  has  sub¬ 
mitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  such  drug 
as  prepared  by  him  is  stable  for  such 
period  of  time. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph  except  that 
in  lieu  of  the  statement,  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  S  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  Shan  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  marie  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  streptomycin  or 
di^drostreptomycin  used  in  malting  the 
batch  was  cmnpleted.  the  potmey  per 
milliliter  of  the  batch,  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed,  the  quantity 
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of  each  Ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  acciu*ately  repre¬ 
sentative  sample  of: 

(1)  The  batch;  average  potency  per 
milliliter.  pH. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  iised  in  making  the  batch; 
potency,  pH,  streptomycin  content  if  it 
is  dihydrostreptomycin,  and  crystallinity 
if  it  is  crystalline  dihydrostreptomycin 
sulfate. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  5  immediate  containers,  collected 
by  taking  single  immediate  containers  at 
such  intervals  throughout  the  entire 
time  of  packaging  the  batch  that  the 
quantities  packaged  during  the  intervals 
are  approximately  equal. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
6  packages,  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram,  packaged  in  accordance  with 
the  requirements  of  §  146b.l01  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  1  package  of  each 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  tee  tor  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i),  (ii),  and  (Ui)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  exami¬ 
nation  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  14^b.lll  Streptomycin-kaolin-pectin- 
almninum  hydroxide  gel  powder  vet¬ 
erinary;  dihydrofltreptomycin-kaolin- 
pectin-aluminnm  hydroxide  gel  pow¬ 
der  veterinary. 

(a)  Standards  of  identity,  strength. 
Quality,  and  purity.  Streptomycin- 
kaolin-pectin-aluminum  hydroxide  gel 


powder  veterinary  and  dlhydrostrepto- 
mycin-kaolin-pectin  aluminum  hydrox¬ 
ide  gel  powder  veterinary  are  strepto¬ 
mycin  or  dihydrostreptomycin,  kaolin, 
pectin,  and  dried  aluminum  hydroxide 
gel.  with  or  without  the  addition  of  one 
or  more  suitable  and  harmless  diluents, 
colorings,  and  fiavorings.  Its  content  of 
streptomycin  or  dihydrostreptomycin  is 
not  less  than  37.5  milligrams  per  gram  of 
powder.  Its  moisture  content  is  not 
more  than  10  percent.  The  streptomycin 
used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146b.l01  (a) ,  except 
§146b.l01  (a)  (2).  (4).  and  (5).  The 
’dihydrostreptomycin  used  conforms  to 
the  standards  prescribed  therefor  by 
S  146b.l03,  except  the  standards  for 
sterility,  P3n*ogens,  and  histamine  con¬ 
tent.  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.  S.  P.  or  N.  P., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limits  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  which  are  nor¬ 
mal  and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
bfi  disregarded. 

(c)  Labeling.  Each  package  shall 
bear,  on  its  label  or  labeling  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin 
per  gram  in  the  immediate  containers. 

(iii)  The  quantity  of  kaolin,  pectin, 
and  aluminum  hydroxide  per  gram  in 
the  immediate  container. 

(iv)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  which  is  12  months  after 
the  month  during  which  the  batch  was 
certified,  except  that  the  blank  may 
be  filled  in  with  the  date  which  is 
24  months,  36  months,  or  48  months 
after  the  month  in  which  the  batch  was 
certified  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  such  period  of  time  such  drug  as 
prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(V)  The  statement  “For  veterinary 
use  only.” 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  pr  3kage,  direc¬ 
tions  and  precautions  adequate  for  the 
use  of  such  powder,  including: 

(i)  Clinical  indications. 

(ii)  Dosage  and  administration. 

(iii)  Contraindications. 

(iv)  Untoward  effects  that  piay  ac¬ 
company  administration. 

If  two  or  more  such  Immediate  contain¬ 
ers  are  in  such  package,  the  number  of 
circulars  or  other  labeling  shall  not  be 
less  than  the  number  of  such  containers. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 


requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
niunber  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  streptomy¬ 
cin  or  dihydrostreptomycin  used  in  mak¬ 
ing  such  batch  was  completed,  the 
potency  per  gram  of  powder,  the  quan¬ 
tity  of  each  ingredient  used  in  making 
the  batch,  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed,  and  a  statement  that 
each  ingredient  used  in  making  the  batch 
conforms  to  the  requirements  prescribed 
therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraiA, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  average  potency  per 

gram  of  powder  and  average  moisture.  i 

(ii)  The  streptomycin  or  dihydro-  i 

streptomycin  used  in  making  the  batch; 
potency,  toxicity,  moisture,  pH,  strepto-  i 

mycin  content  if  it  is  dihydrostreptomy-  ] 
cin,  and  crystallinity  if  it  is  crystalline  i 
dihydrostreptomycin  sulfate.  I 

(3)  Except  as  otherwise  provided  by  1 
subparagraph  (4)  of  this  paragraph.  i 
such  person  shall  submit  in  connection  i 
with  his  request,  in  the  quantities  here-  i 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch;  one  immediate  con¬ 

tainer  for  each  5.000  containers  in  the 
batch,  but  in  no  case  less  than  20  such  < 
containers,  unless  each  such  container  is 
packaged  to  contain  more  than  1.0  gram, 
in  which  case  the  sample  shall  consist 
of  1.0  gram  for  each  5,000  immediate 
containers  in  the  batch,  but  in  no  case 
less  than  20  grams.  Such  samples  shall 
be  collected  by  taking  single  immediate 
containers  or  l.D-gram  portions  at  such 
intervals  throughout  the  entire  time  the  c 
containers  are  being  filled  that  the  quan-  i 
titles  packaged  during  the  intervals  are  c 
approximately  equal.  o 

(ii)  The  streptomycin  or  dihydro-  t 

streptomycin  used  in  making  the  batch:  i 
5  packages  containing  approximately  i 

equal  portions  of  not  less  than  0.5  gram  s 
each,  packaged  in  accordance  with  the  1 
requirements  of  §  146b.l01  (b) .  s 

(iii)  In  case  of  an  initial  request  for  a 

certification,  each  other  ingredient  used  a 
in  making  the  batch;  one  package  of  fa 
each  containing  approximately  5.0  t 

grams.  s 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no  d 

sample  referred  to  in  subparagraph  (3)  i 

(ii)  of  this  paragraph,  is  required  if  such  p 

result  or  sample  has  been  previously  sub-  (; 

mltted.'  0 

(e)  Fees.  The  fee  for  the  service  rend¬ 
ered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $1.00  for  each  Immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (1)  of  ^ 
this  section;  $4.00  for  each  package  in  . 
the  samples  submitted  in  accordance  ^ 

with  paragraph  (d)  (3)  (ii)  and  (Ui)  of 
this  section.  ^ 
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(2)  If  the  Commlflsioner  considers  that 
investigations,  other  than  ‘examination 
of  such  immediate  containers,  are  neces¬ 
sary  to  determine  wheth^  or  not  su^ 
batch  complies  with  the  requirements  of 
S  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  investi¬ 
gations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146b.ll2  Strepton^cin  for  inhalation 
therapy;  dihydroatreptomycin  for  in¬ 
halation  therapy. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  for 
inhalation  therapy  and  dihydrostrepto¬ 
mycin  for  inhalation  therapy  are  strep¬ 
tomycin  or  dihydrostreptomycin,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  diluents.  If  it  is  intended  for  human 
use,  the  str^tomycin  or  dihydrostrepto¬ 
mycin  used  conforms  to  the  standards 
prescribed  by  §  146b.l01  (a)  or  S  146b.l03. 
except  the  standards  for  sterility  and 
pyrogens,  and  except  that  if  it  is  pack¬ 
aged  with  inert  gases  its  moisture  con¬ 
tent  is  not  more  than  0.5  percent.  If  it  is 
intended  solely  for  veterinary  use,  the 
streptomycin  or  dihydrostreptomycin 
used  may  conform  to  the  standards  pre¬ 
scribed  by  §  146b.ll4(a).  except  that  if 
it  Is  packaged  with  inert  gases  its  mois¬ 
ture  content  is  not  more  than  0.5  percent. 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  U.  8.  P.  or  N.  F..  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  streptomycin  for  inhalation 
therapy  and  dihydrostreptomycin  for 
inhalation  therapy  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.;  its 
closure  shsdl  be  one  through  which  a 
hypodermic  needle  cannot  be  intro¬ 
duced;  and  the  container  shall  be  of 
such  composition  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  which  are  nor¬ 
mal  and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded.  Each  such  contsdner 
Shall  contain  not  less  than  50  milligrsuns, 
and  may  contain  one  or  more  suitable 
and  harmless  inert  gases  or  each  may 
be  packaged  in  combination  with  a  con¬ 
tainer  of  a  suitable  and  harmless 
solvent. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeliiig  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  contedner,  as  hereinafter  in¬ 
dicated,  the  following: 

(1)  The  statement  “Expiration  date 

- ,**  the  blank  being  filled  in 

with  the  date  that  is  24  months,  if  it  is 
Packaged  with  inert  gases,  or  48  months 
^ter  the  month  during  which  the  batch 
was  certified:  except  that  if  it  is  pack- 
&8ed  with  inert  gases  the  blank  may  be 


filled  in  with  the  date  that  is  36  months 
after  the  month  during  which  the  batch 
was  certified  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  such  period  of  time  such  drug  as  iire- 
pared  by  him  complies  with  the  stand¬ 
ards  prescribed  by  paragraph  (a)  of  this 
section. 

(ii)  The  s.dtement  “Warning — ^Not  for 
injection.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  of  streptomycin  for  inhalation 
therapy,  or  dil:^drostreptomycin  for  in¬ 
halation  therapy  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  the  batch,  the  number  of  milli¬ 
grams  in  each  package,  and  (unless  it 
was  previously  submitt^)  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed.  Such 
request  shall  be  accompanied  or  followed 
by  the  results  of  tests  and  assays  made 
by  him  on  the  batch  for  potency  and 
moisture  if  the  streptomycin  or  dihydro¬ 
streptomycin  has  been  previously  sub¬ 
mitted,  or  for  potency,  toxicity,  moisture, 
pH,  histamine  content  (unless  it  is  in¬ 
tended  solely  for  veterinary  irae) ,  strep¬ 
tomycin  content  if  it  is  dihydrostrep¬ 
tomycin,  and  crystallinity  if  it  is 
crystalline  dihydrostreptomycin,  if  the 
streptomsrcin  or  dlhydrostreptomycin 
has  not  been  previously  submitted.  If 
such  batch,  or  any  part  thereof,  is  to  be. 
packaged  in  combination  with  a  con¬ 
tainer  of  a  solvent,  such  request  shall 
also  be  accompanied  by  a  statement  that 
such  solvent  conforms  to  the  require¬ 
ments  prescribed  thoef or  by  this  section. 

(2)  Such  person  shall  submit  witti  his 
request  accurately  repres^tatlve  sam¬ 
ples  of  the  following: 

(i)  The  batch: 

(a)  If  the  streptomycin  or  dlh3rdro- 
strept(»nycin  used  .has  been  previously 
submitted:  One  immediate  container  for 
each  5,000  immediate  containers  in  the 
batch,  but  in  no  case  less  than  5  imme¬ 
diate  containers,  or  if  it  is  packaged 
with  inert  gases  not  less  than  7  immedi¬ 
ate  containers. 

(b)  If  the  streptomycin  or  dihirdro- 
streptomycin  used  has  not  been  previ¬ 
ous  submitted:  One  immediate  con¬ 
tainer  for  each  5,000  immediate 
containers  in  the  batch,  but  in  no  case 
less  than  12  immediate  containers. 

Such  sample  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  Intervals  are  ap¬ 
proximately  equaL 
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(ii)  If  It  is  packaged  with  inert  gases 
and  the  streptomycin  or  dlhydrostrepto- 
myctn  used  has  not  been  prcndously  sub¬ 
mitted;  5  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram  each,  packaged  in  accordance 
with  the  requirements  of  1 140b.l01  (b). 

(Hi)  In  case  of  an  initial  request  for 
the  certificarion  of  a  batch  which  is  to  be 
packaged  in  combination  witti  a  solvent 
which  is  not  recognized  by  the  XJ.  S.  P., 
or  when  any  diange  is  made  in  the  com¬ 
position  of  such  solvent,  five  padrages  of 
the  solvent  included  in  the  combination. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (1)  smd  (ii)  at 
this  section. 

(2)  If  the  Commissions  considers  that 
investigations  other  than  examination 
of  such  immediate  containers  are  neces¬ 
sary  to  determine  whether  or  not  such 
batch  complies  with  the  reqcdrenmnts  of 
S  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  inves¬ 
tigations. 

The  fee  prescribed  by  subparagraph  (D 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 

(f )  Exemption  of  streptomycin  for  in- 
halation  therapy  and  dihydrostrepto¬ 
mycin  for  inhalation  therapy  for 
veterinary  use  from  cerUfication.  Str^- 
tomycin  for  inhalation  therapy  and 
dlhydrostreptomycin  for  inhalation 
therapy  that  conform  to  the  require¬ 
ments  of  paragraphs  (a),  (b),  and  (c) 
of  this  section  shall  be  exempt  from  the 
requirements  of  section  502  (1)  and  507 
of  the  act,  if  they  conqply  with  all  the 
following  conditions: 

(1)  They  are  intended  solely  for  vet¬ 
erinary  iise  and  are  conspicuously  so 
labeled. 

(2)  The  labels  bear  an  expiration  date 
that  is  not  more  than  48  months  after 
the  month  during  which  the  batch  was 
last  8issayed  and  released  by  the  manu¬ 
facturer,  except  that  such  date  is  not 
more  than  36  months  if  it  is  packaged 
with  inert  gases. 

(3)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  the  antibiotics  are  for 
use  only  in  the  prevention  or  treatment 
of  chronic  respiratory  disease  (air-sac 
infection)  in  chickens  and  bears  direc¬ 
tions  and  warnings  adequate  for  such 
use. 

§  146b.ll3  Dihydroetreptomycin-sirepi#* 
niycin  sulfates. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Dihydrostreptomy- 
cin-streptomycin  sulfates  is  a  mixture  of 
equal  parts  of  dihydrostreptomycin  sul¬ 
fate  and  streptonqrcin  sulfate.  It  is  so 
purified  and  dried  that: 

(1)  It  is  sterile. 

(2)  It  is  nontoxic. 

(3)  It  is  nonpyr(«enie. 

(4)  It  contains  no  histamine  at  hista¬ 
mine  like  substance. 

(5)  Its  moisture  content  is  not  more 
than  5  percent. 
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(6)  Its  pH  in  an  aqueous  solution  con¬ 
taining  0.1  gram  of  dlliydrostreptomycin 
and  0.1  gram  of  streptomycin  per  milli- 
Uter  is  not  less  than  4.5  and  not  more 
than  7.0. 

The  dlhydrostreptomycin  sulfate  used 
conforms  to  the  standards  prescribed  by 
§  146b.l03,  except  the  standards  for 
streptomycin  content.  The  streptomycin 
sulfate  used  conforms  to  the  standards 
prescribed  by  fi  146b.l01  (a) . 

(b)  Packaeing.  It  shall  be  packaged 
in  accordance  with  the  requirements 
prescribed  by  §  146b.l01  (b) ,  except  that 
in  case  it  Is  packaged  for  dispensing  each 
immediate  container  shall  contain  not 
less  than  0.5  gram  of  dihydrcstreptomy- 
cin  and  0.5  gram  of  streptomycin  or 
multiples  of  each  such  salt  up  to  and 
including  5.0  grams  of  dihydrostrepto¬ 
mycin  and  5.0  grams  of  streptomycin. 

(c)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  pre¬ 
scribed  by  §  146b.l01(c) ,  except  that  each 
package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  number  of  grams  of  di¬ 
hydrostreptomycin,  the  number  of  grams 
of  streptomycin,  and  the  total  number 
of  grams  of  both  salts  in  the  immediate 
container.  If  it  is  intended  for  hiunan 
parenteral  use,  its  labeling  shall  also 
bear^  as  hereinafter  indicated,  the 
foUowing: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  on  the  immediate  container, 
“Warning:  For  use  only  in  the  treat¬ 
ment  of  tuberculosis  in  patients'  who 
cannot  tolerate  full  doses  of  strepto¬ 
mycin.” 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  warn¬ 
ings  to  the  effect  that: 

(i)  Because  of  dihydrostreptomycin’s 
potentiality  for  causing  delayed  deaf¬ 
ness,  this  drug  should  be  administered 
only  to  patients  having  tuberculosis  that 
is  amenable  to  treatment  with  dihydro¬ 
streptomycin  or  streptomycin  but  who 
cannot  tolerate  full  doses  of  strepto¬ 
mycin. 

(ii)  Severe  auditoiy  impairment  has 
been  reported  following  a  total  paren¬ 
teral  dose  of  as  httle  as  2  grams  to  5 
grams  of  dihydrostreptomycin.  The 
auditory  damage,  which  is  usually  per¬ 
manent,  may  be  delayed  for  a  few  weeks 
or  up  to  several  months. 

(d)  Request  lor  certification;  samples. 

(1)  In  addition  to  complying  with  the  re¬ 
quirements  of  S  146.2  of  this  chapter, 
a  person  who  requests  certification  of 
a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size 
in  such  batch,  the  batch  marks,  and 
(unless  they  were  previously  submitted) 
the  dates  on  which  the  latest  assays 
of  the  dihydrostreptomycln  and  strep¬ 
tomycin  used  in  making  the  batch  were 
completed,  the  content  of  dihydro¬ 
streptomycin  and  streptomycin  in  each 
container,  and  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed.  If  such  batch  or 
any  part  thereof  is  to  be  packaged  with 
a  solvent,  such  request  shall  also  be  ac¬ 
companied  by  a  statement  that  such  sol¬ 
vent  conforms  to  the  requirements  de¬ 
scribed  therefor  by  this  section. 


(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following  made 
by  him  on  an  accurately  representative 
sample  of: 

(i)  The  batch;  content  of  dihydro¬ 
streptomycin  and  streptomycin,  sterility, 
toxicity,  P3rrogens,  histamine  content, 
moisture,  and  pH. 

(ii)  The  dihydrostreptomycin  and 
streptomycin  used  in  making  the  batch ; 
potency,  and  if  crystalline  dihydro¬ 
streptomycin  is  used,  crystallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following : 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch  but  in 
no  case  less  than  6  immediate  containers. 

(b)  For  sterility  testing:  10  immedia- 
ate  containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  dihydrostreptomycin  used  in 
making  the  batch;  3  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  0.5  gram,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146b.l01  (b). 

(iii)  The  streptomycin  used  in  mak¬ 
ing  the  batch;  three  p£u;kages  containing 
approximately  0.5  gram  packaged  in 
accordance  with  the  requirements  of 
§  146b.l01  (b) . 

(4)  If  such  batch  is  packaged  for  re¬ 
packing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility:  6 
packages. 

(ii)  For  sterility  testing*  10  packages. 
Each  such  package  shall  contain  not  less 
than  0.5  gram  of  dihydrostreptomycin 
and  0.5  gram  of  streptomycin  taken  from 
different  parts  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  §  146b.l01  (b) . 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraphs  (3) 
(ii)  and  (iii)  of  this  paragraph,  is  re¬ 
quired  if  such  result  or  sample  has  been 
previously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) 
and  (4)  (i)  of  this  section;  $4.00  for  each 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii)  and  (iii)  of  this 
section;  $10.00  for  all  containers  sub¬ 
mitted  ih  accordance  with  paragraph 
(d)  (3)  (i)  (b)  and  4(ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  Immediate  containers  are 


necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  is¬ 
suance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146b.ll4  Streptomycin  sulfate  veteri¬ 
nary;  dihydrostreptomycin  sulfate 
veterinary;  dihydrostreptomycin  hy. 
drochloride  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  sul¬ 
fate  veterinary  is  the  sulfate  salt  of  a 
kind  of  streptomycin  or  a  mixture  of  two 
or  more  such  salts.  Dihydrostr^tomy- 
cin  sulfate  veterinary  and  dihydrostrep¬ 
tomycin  hydrochloride  veterinary  are 
the  hydrogenated  sulfate  or  hydrochlo¬ 
ride  salt  of  a  kind  of  streptomycin  or  a 
mixture  of  two  or  more  such  salts.  Each 
such  drug  may  contain  a  suitable  and 
harmless  lubricant.  Each  such  drug  is 
so  purified  and  dried  that : 

(1)  Its  potency  is  not  less  than  450 
micrograms  per  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  14.0  percent. 

(4)  Its  pH  in  aqueous  solution  of  0.2 
gram  per  milliliter  is  not  less  than  3.0 
and  not  more  than  7.0. 

(5)  If  it  is  dihydrostreptomycin  sul¬ 
fate  veterinary  or  dihydrostreptomycin 
hydrochloride  veterinary,  its  content  of 
streptomycin  is  not  more  than  5  percent 
when  calculated  as  streptomycin  base. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container : 

(1)  The  batch  mark. 

(2)  The  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin 
per  gram  and  the  number  of  grams  of 
the  drug  in  the  inunediate  container; 
and  if  the  batch  contains  a  lubricant,  the 
name  of  such  ingredient. 

(3)  The  statement  “Expiration 

date _ ,”  the  blank  bei^  filled 

in  with  the  date  which  is  36  months 
after  the  month  during  which  the  batch 
was  certified,  except  that  the  blank  may 
be  filled  in  with  the  date  that  is  48 
months  after  the  month  during  which 
the  batch  was  certified  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assays  showing  that  after  having  been 
stored  for  such  period  of  time  su^  drug 
as  prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a)  of 
this  section. 
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(4)  The  statement  “For  use  only  in 
the  manufacture  of  nonsterile  veterinary 
drugs.” 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  complsdng  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch,  the  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin 
per  gram,  and  the  total  number  of  grams 
of  streptomycin  or  dihydrostreptomycin 
in  each  package.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assays  made  by  him  on  the 
batch  for  potency,  toxicity,  moisture, 
pH,  and  streptomycin  content  if  it  is 
dihydrostreptomycin. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  6 
packages  each  containing  approximately 
1.0  gram  taken  from  a  different  part  of 
such  batch,  and  each  shall  be  packaged 
in  accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  the  ex¬ 
amination  of  such  immediate  containers, 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  imless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146b.ll5  Streptomycin  sulfate  pow¬ 
der  oral  veterinary ;  streptomycin  sul¬ 
fate  granules  oral  veterinary;  dihy¬ 
drostreptomycin  sulfate  powder  oral 
veterinary;  dihydrostreptomycin  sul¬ 
fate  granules  oral  veterinary;  dihy. 
drostreptomycin  hydrochloride  pow¬ 
der  oral  veterinary;  dihydrostrepto¬ 
mycin  hydrochloride  granules  oral 
veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  sul¬ 
fate  pjwder  oral  veterinary,  streptomy¬ 
cin  sulfate  granules  oral  veterinary,  di¬ 
hydrostreptomycin  sulfate  powder  oral 
veterinary,  dihydrostreptomycin  sulfate 
granules  oral  veterinary,  dihydrostrep¬ 
tomycin  hydrochloride  powder  oral  vet¬ 
erinary,  and  dihydrostreptomycin  hy¬ 
drochloride  granules  oral  veterinary  are 
streptomycin  sulfate  veterinary,  dihy¬ 
drostreptomycin  sulfate  veterinary,  or 
dihydrostreptomycin  hydrochloride  vet¬ 
erinary,  with  or  without  one  or  more 
suitable  and  harmless  diluents  and  sta¬ 
bilizing  agents  and  with  or  without  one 
or  more  suitable  sulfonamides.  Its  po¬ 
tency  is  not  less  than  3.75  grams  per 
pound.  Its  moisture  content  is  not  more 


than  7.0  percent.  The  streptomycin  or 
dihydrostreptomycin  used  conforms  to 
the  standards  prescribed  by  §  146b.ll4 
(a).  Each  other  ingredient  used,  if  its 
name  is  recognized  in  the  U.S.P.  or  N.F., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(b)  Packaging,  in  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  contain¬ 
ers  shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  which  are  nor¬ 
mal  and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  milligrams  of 
streptomycin  or  dlhydrostreptomycin  per 
gram  and  the  number  of  grams  in  the 
Immediate  container. 

(iii)  If  it  contains  one  or  more  sul¬ 
fonamides,  the  name  and  quantity  of 
each  such  ingredient. 

(iv)  The  statement  “Expiration  date, 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  (if  its 
potency  is  less  than  150  grams  per 
pound)  or  36  months  (if  its  potency  is 
150  grams  or  more  per  pound)  after  the 
month  during  which  the  batch  was  cer¬ 
tified,  except  that  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assays  that  show  that  such  drug  as  pre¬ 
pared  by  him  is  stable  for  24  months,  36 
months,  or  48  months,  such  date  may  be 
used  for  such  drug. 

(V)  The  statement  “For  oral  veteri¬ 
nary  use  only.” 

(Vi)  The  statement  ‘Tor  manufactur¬ 
ing  use,”  “For  repacking,”  or  “For  manu¬ 
facturing  use  or  repacking,”  when  pack¬ 
aged  for  repackizig  or  for  use  as  an 
ingredient  in  the  manufacture  of  another 
drug,  as  the  case  may  be. 

(2)  On  the  label  and  labeling,  if  it 
contains  one  or  more  sulfonamides,  after 
the  name  “streptomycin  sulfate  powder 
oral  veterinary,”  “streptomycin  sulfate 
granules  oral  veterinary,”  “dlhydro¬ 
streptomycin  sulfate  powder  oral  veteri¬ 
nary,”  “dlhydrostreptomycin  sulfate 
granules  oral  veterinary,”  “dihydrostrep¬ 
tomycin  hydrochloride  powder  oral 
veterinary,”  or  “dihydrostreptomycin 
hydrochloride  granules  oral  veterinary,” 
wherever  such  name  appears,  the  words 
“with  sulfonamide(s),”  in  juxtaposition 
with  such  name. 

(3)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 
Such  circular  or  other  labeling  may  also 
bear  a  statement  that  a  bronchmre  or 
other  printed  matter  containing  infor¬ 
mation  for  other  veterinary  uses  of  such 
drug  by  a  veterinarian  licensed  by  law  to 
administer  it  will  be  sent  to  such  veteri¬ 
narian  on  request. 


(d)  Request  for  certification:  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  S  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of 
each  size  in  such  batch,  the  batch 
mark  and  (unless  it  was  previously  sub¬ 
mitted)  the  date  on  which  the  latest 
assay  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  such  batch 
was  completed,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  the 
date  on  which  ttie  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  and  a  statement  that  each  other 
ingredient  used  conforms  to  the  require¬ 
ments  prescribed  therefor,  if  any,  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency  and  moisture. 

(il)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
potency,  toxicity,  moisture,  pH,  and 
streptomycin  content  If  it  is  dlhydro¬ 
streptomycin. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  herein¬ 
after  indicated,  accurately  representative 
samples  of  the  following: 

(1)  The  batch;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  5  immediate  containers,  unless 
each  such  container  is  packaged  to  con¬ 
tain  more  than  15  grams,  in  which  case 
the  sample  shall  consist  of  15  grams  for 
each  5,000  immediate  containers  in  the 
batch,  but  in  no  case  less  than  live  15- 
gram  portions.  Such  samples  shall  be 
collected  by  taking  single  immediate 
containers  or  15-gram  portions  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
6  packages  containing  approximately 
equal  portions  of  not  less  than  1.0  gram 
each,  packaged  in  accordance  with  the 
requirements  of  §  146b.ll4  (b) . 

(ill)  In  case  of  an  initial  request  for 
certification,  the  other  ingredients  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  Immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i), 
(ii),  and  (iii)  of  this  section;  and 

(2)  Iz  the  Commissioner  considers 
that  investigations  other  than  the  exami- 
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nation  of  such  Immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require* 
ments  of  8  146^  of  this  chapter  for  the 
Issuance  of  a  certificate,  the  cost  of  such 
inve^dgations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
reqiiest  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main* 
tained  in  accordance  with  i  146.8  (d) 
of  this  chapter. 

(f)  Exemption  of  streptomycin  nd* 
fate  powder  oral  veterinary,  streptomy¬ 
cin  sulfate  granules  oral  veterinary,  di- 
hydrostreptomyoin  sulfate  powder  oral 
veterinary,  dffiydrostreptomycin  sulfate 
granules  oral  veterinary,  dihydrostrep¬ 
tomycin  hydrochloride  powder  oral 
veterinary,  and  dihydrostreptomycin 
hydrochloride  granules  oral  veterinary 
from  certification.  Streptomycin  sul¬ 
fate  powder  oral  veterinary,  streptomy¬ 
cin  sulfate  granules  oral  veterinary, 
dihydrostreptomycin  sulfate  powder  oral 
veterinary,  dihydrostreptomycln  sulfate 
granules  oral  veterinary,  dihydrostrep¬ 
tomycin  hydrochloride  powder  oral  vet¬ 
erinary,  and  dihydrostreptomycin  hy¬ 
drochloride  granules  oral  veterinary  that 
conform  to  the  requirements  of  para¬ 
graphs  (a)  (except  that  they  may  con¬ 
tain  one  or  more  essential  vitamin  and 
mineral  substances  for  nutritive  pur¬ 
poses)  ,  (b) .  and  (c)  of  this  section  shall 
be  exempt  from  the  requirements  of  sec¬ 
tions  502  (1)  and  507  of  the  act,  if  they 
comply  with  all  the  following  condi¬ 
tions: 

(1)  The  labels  bear  an  expiration  date 
that  is  not  more  than  48  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(2)  If  they  contain  added  vitamins 
or  minerals,  the  labels  bear  the  name 
and  quantity  of  each  such  substance 
and  a  statement  that  such  substances  are 
present  only  for  furnishing  additional 
vitamins  and  minerals  while  animals  are 
eating  less  feed. 

(3)  The  labels  bear  a  statement  that 
solutions  prepared  with  the  drugs  are 
stable  for  not  more  than  24  hours. 

(4)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotics 
are  intended  for  the  prevention  or  treat¬ 
ment  of  the  following  conditions,  and 
further,  bears  directions  and  warnings 
adequate  for  such  use: 

(i)  Bacterial  enteritis  in  swine. 

(li)  Bacterial  calf  scours. 

(ill)  Chronic  respiratory  disease  (air- 
sac  infection)  in  chickens. 

(iv)  Blue  comb  (mud  fever,  nonspe¬ 
cific  infectious  enteritis)  in  poultry. 

§  146b.ll6  Streptonicozid  sulfate. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptonicozid  sul¬ 
fate  is  the  crystalline  sulfate  compound 
of  streptomycin  and  isonicotinic  acid 
hydrazide.  It  is  so  purified  and  dried 
that: 

(1)  It  contains  not  less  than  the 
equivalent  of  583  micrograms  of  strep¬ 
tomycin  per  milligram  and  its  isonico¬ 
tinic  acid  hydrazide  equivalent  content 
is  not  less  than  13.75  percent. 


(2)  It  is  sterile. 

(3)  It  is  nontoxic. 

(4)  It  is  nonpyrogenic. 

(5)  It  contains  no  histamine  nor  his- 
tamine-like  substance. 

(6)  Its  moisture  content  is  not  more 
than  5  percent. 

(7)  Its  pH  in  an  aqueous  solution  con¬ 
taining  the  equivalent  of  0.2  gram  of 
streptomycin  per  milliliter  is  not  less 
than  4.5  and  not  more  than  7.5. 

(8)  Its  absorptivity  (1%,  1  cm.)  Is 
not  less  than  150  at  260  millimicrons. 

The  streptomycin  used  conforms  to  the 
requirements  of  8  I46b.l01  (a) .  The  iso¬ 
nicotinic  acid  hydrazide  used  has  a  pur¬ 
ity  of  not  less  than  98  percent  and  it  has 
a  melting  point  of  not  less  than  169°  C. 
and  not  more  than  172“  C. 

(b)  Packaging.  It  shall  be  packaged 
in  accordance  with  the  requirements  of 
§  146b.l01  (b),  except  that  each  imme¬ 
diate  container  shall  contain  the  equiva¬ 
lent  of  not  less  than  1.0  gr.im  of  strepto¬ 
mycin. 

(c)  Labeling.  In  addition  to  the  la¬ 
beling  requirements  of  §  146b.l01(c)  (1), 
each  package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  number  of  grams  of  equiv¬ 
alent  streptomycin  activity,  the  equiva¬ 
lent  number  of  grams  of  isonicotinic 
acid  hydrazide.  and  the  number  of  grams 
of  streptonicozid  sulfate  in  the  immedi¬ 
ate  container. 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  compljring  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark,  the 
niunber  of  packages  of  each  size  in 
the  batch,  the  munber  of  grams  of 
streptomycin,  isonicotinic  acid  hydra¬ 
zide,  and  streptonicozid  sulfate  in  each 
package  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assays  made  by  him  on  the 
batch  for  potency,  sterility,  toxicity,  py¬ 
rogens,  histamine  content,  moisture,  pH. 
crystallinity,  and  absorptivity.  If  such 
batch  or  any  part  thereof  is  to  be  pack¬ 
aged  with  a  solvent,  such  request  shall 
also  be  accompanied  by  a  statement  that 
such  solvent  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  section. 

(2)  If  such  batch  is  packaged  for  dis¬ 
pensing,  such  person  shall  submit  in  con¬ 
nection  with  his  request  an  accurately 
representative  sample  of  the  batch,  con¬ 
sisting  of  the  following: 

(i)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  six  immediate  con¬ 
tainers. 

(ii)  For  sterility  testing;  10  immediate 
containers. 

Such  sample  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  tl)roughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(3)  If  such  batch  is  packaged  for  re¬ 
packing  or  for  use  in  the  manufacture 


of  another  drug,  such  person  shall  sub¬ 
mit  with  his  request  an  accurately  repre¬ 
sentative  sample  of  the  batch,  consisting 
of  the  following: 

(i)  For  all  tests  except  sterility;  six 
packages,  each  containing  the  equiva¬ 
lent  of  approximately  1  gram  of  strepto¬ 
mycin  activity. 

(ii)  For  sterility  testing;  10  packages, 
each  containing  the  equivalent  of  ap¬ 
proximately  0.5  gram  of  streptomycin 
activity. 

Each  such  package  shall  be  taken  from 
a  different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

(4)  In  connection  with  contemplated 
requests  for  certification  of  repackaged 
batches  or  batches  of  another  drug  in 
the  manufacture  of  which  it  is  to  be  used, 
the  manufacturer  of  the  batch  which  is 
to  be  so  repacked  .or  used  may  request 
the  Gtommissioner  to  make  check  tests 
and  assays  on  a  sample  of  such  batch, 
taken  as  prescribed  by  subparagraph  (3) 
of  this  paragraph.  From  the  informa¬ 
tion  required  by  subparagraph  (1)  of 
this  paragraph  may  be  omitted  tests 
and  results  of  assasrs  not  required  for 
the  batch  when  used  in  such  other  drug. 
The  Commissioner  shall  report  to  such 
manufacturer  results  of  such  check 
tests  and  assays  as  are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i), 
(3)  (i),  and  (4)  of  this  section;  $10.00 
for  all  containers  submitted  in  accord¬ 
ance  with  paragraph  (d)  (2)  (ii)  and 
3(ii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146b.ll7  Dihydrostreptomycin-strepto- 
mycin  sulfates  solution. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Dihydrostreptomy¬ 
cin-streptomycin  sulfates  solution  is  an 
aqueous  solution  of  dihydrostreptomy¬ 
cin-streptomycin  sulfates.  Such  solu¬ 
tion  conforms  to  all  standards  prescribed 
by  §  146b.ll3(a)  for  dihydrostreptomy¬ 
cin-streptomycin  sulfates,  except  the 
limitation  on  moisture  content,  and 
except  that: 

(1)  Each  milliliter  shall  contain  not 
less  than  200  milligrams  each  of  dihy-  , 
drostreptomycin  and  streptomycin  and 
not  more  than  250  milligrams  each  of 
dihydrostreptomycin  and  streptomycin, 
unless  it  is  intended  solely  for  veterinary 
use  and  is  conspicuously  so  labeled. 
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(2)  It  may  contain  suitable  and  harm¬ 
less  buffer  substances,  preservatives,  and 
stabilizing  agents.  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  U.  S.  P.  or  N.  F..  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(3)  Its  pH  is  not  less  than  5.0  and  not 
more  than  7.5. 

(b)  Packaging.  It  shall  be  packaged 
in  accordance  with  the  requirements  of 
§146b.l06  (b). 

(c)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  146b.l06(c).  except  that: 

(1)  In  lieu  of  the  statement  required 
on  the  outside  wrapper  or  container  and 
the  immediate  container  by  §  146b.l06 
(c)  (1)  (i)  (b) .  if  it  is  intended  for  hiunan 
parenteral  use  it  shall  bear  the  statement 
“Warning:  For  use  only  in  the  treatment 
of  tuberculosis  in  patients  who  cannot 
tolerate  full  doses  of  streptomycin.” 

(2)  In  lieu  of  the  statements  required 
by  §  146b.l06(c)(l)(iii)  (a)  and  (b). 
the  circular  or  other  labeling  within  or 
attached  to  the  package  shall  bear  warn¬ 
ings  to  the  effect  that: 

(i)  Because  of  dihydrostreptomycin’s 
potentiality  for  causing  delayed  deaf¬ 
ness,  this  drug  should  be  administered 
only  to  patients  having  tubercuhjsis  tiiat 
is  amenable  to  treatment  with  dihydro¬ 
streptomycin  or  streptomycin  but  who 
cannot  tolerate  full  doses  of  strepto¬ 
mycin. 

(ii)  Severe  auditory  impairment  ha^ 
been  reported  following  total  parenteral 
doses  of  as  little  as  2  grams  to  5  grams  of 
dihydrostreptomycin.  The  auditory 
damage,  which  is  usually  permanent, 
may  be  delayed  for  a  few  weeks  or  up  to 
several  months. 

(d)  Request  for  certification;  samples. 
In  addition  to  complsdng  with  the  re¬ 
quirements  of  §  146b.ll3  (d) .  a  person 
who  requests  certification  of  a  batch 
shall  submit  in  connection  with  his  in¬ 
itial  request  one  package  containing  ap¬ 
proximately  5.0  grams  of  each  other  in¬ 
gredient  used  in  making  the  batch. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be 
the  same  as  those  prescribed  by 
§  146b.ll3  (e).  except  that  the  fee  for 
each  immediate  container  in  the  sample 
of  other  ingredients  required  by  para¬ 
graph  (d)  of  this  section  shall  be  $4.00. 

§  146b.ll8  Streptomycin-penicillin-sul¬ 
fonamide  with  kaolin  and  pectin ;  di- 
hydrostreptomycin-penicillin-sulfon- 
amide  with  kaolin  and  pectin. 

(a)  Standards  of  identity,  strength. 
Quality,  and  purity.  Streptomycin-peni¬ 
cillin-sulfonamide  with  kaolin  and  pectin 
and  dihydrostreptomycin-penicillin-sul¬ 
fonamide  with  kaolin  and  pectin  are  dry 
mixtures  of  streptomycin  sulfate  or 
dihydrostreptomycin  sulfate,  crystalline 
penicillin  O  (sodium  or  potassium) , 
one  or  more  suitable  sulfonamides,  kao¬ 
lin,  and  pectin,  with  or  without  bismuth 
subcarbonate  and  with  or  without  one 
or  more  suitable  and  harmless  preserva¬ 
tives,  colorings,  and  flavorings.  Its 
moisture  content  is  not  more  than  2  per¬ 
cent.  The  pH  of  a  suspension  prepared 
as  directed  in  its  labeling  is  not  less  than 


5.5  and  not  more  than  7.5.  The  strepto¬ 
mycin  used  conforms  to  the  standards 
prescribed  by  §  146b.l01  (a) ,  except 
S146b.l01  (a)  (2).  (4).  and  (5).  The 
dihydrostreptomycin  used  conforms  to 
the  standards  prescribed  by  §  146b.l03, 
except  the  standards  for  sterility,  pyro¬ 
gens,  and  histamine  content.  The  crys¬ 
talline  penicillin  O  used  conforms  to  the 
standards  prescribed  therefor  by 
§  146a.24  (a)  of  this  chapter,  except 
S  146a.24  (a)  (2)  and  (4) .  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  U.  S:  P.  or  N.  F..  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U:  S.  P.  and  shall 
contain  not  less  than  1.0  gram  of  strepto¬ 
mycin  or  dihydrostreptomycin  and  not 
less  than  1,200.000  units  of  penicillin. 
The  composition  of  the  immediate  con¬ 
tainer  shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  which  are  nor¬ 
mal  and  unavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) .  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  24  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified. 

(ii)  On  tiie  immediate  container,  di¬ 
rections  for  preparing  the  suspension 
and  the  statement,  “Suspension  may  be 
kept  in  refrigerator  for  1  week  without 
significant  loss  of  potency.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  F^- 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  in¬ 
clude  information  containing  directions 
and  warnings  adequate  for  the  veteri¬ 
nary  use  of  the  drug  -by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  S  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size 
in  such  batch,  the  batch  marks  and 
(unless  they  were  previously  submitted) 
the  dates  on  which  the  latest  assays 
of  the  streptomycin  or  dihydrostrep¬ 
tomycin  and  penicillin  used  in  mak¬ 
ing  such  batch  were  completed,  the 
number  of  grams  of  streptomycin  or 
dihydrostreptomycin  and  the  number  of 
units  of  penicillin  in  the  immediate  con¬ 
tainer.  the  quantity  of  each  ingredient 
used  in  making  the  batch,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  and 


a  statement  that  each  ingredient  used  in 
making  the  batch  conforms  to  the  re¬ 
quirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shaU  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of : 

(i)  The  batch;  content  of  strepto¬ 
mycin  or  dihydrostreptomycin,  content 
of  penicillin,  moisture,  and  pH. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch; 
potency,  toxicity,  moisture.  pH,  strepto¬ 
mycin  content  if  it  is  dihydrostreptomy¬ 
cin,  and  crystallinity  if  it  is  crystalline 
dihydrostreptomycin. 

(iii)  The  penicillin  used  in  making  the 
batch;  potency,  toxicity,  moisture.  pH, 
crystallinity,  heat  stability,  and  penicil¬ 
lin  G  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch;  one  immediate  con¬ 
tainer  for  each  5.000  immediate  contain¬ 
ers  in  the  batch,  but  in  no  case  less  than 
6  immediate  containers,  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  the 
containers  are  being  filled  that  the  quan¬ 
tities  packaged  during  the  intervals  are 
approximately  equal. 

(ii)  The  streptomycin  or  dihydrostrep¬ 
tomycin  used  in  making  the  batch;  5 
packages,  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each,  packaged  in  accordance  with  the 
requirements  of  S  146b.l01  (b) . 

(iii)  The  penicillin  used  in  making 
the  batch;  10  packages,  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  60  milligrams  each,  packaged  in 
accordance  with  the  requirements  of 
§146a.24  (b). 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each,  containing  approximately  5.0 
grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  and  (iii)  of  this  para¬ 
graph.  and  no  sample  referred  to  in 
subparagraph  (3)  (ii)  and  (iii)  of  this 
paragraph,  is  required  if  such  result  or 
sample  has  been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4-00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (ii), 

(iii),  and  (iv)  of  this  section;  $5.00  for 
each  immediate  container  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 
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Hie  fee  prescribed  by  solwaragraph  (1) 
of  thte  parsmidi  riiall  scccanpany  the 
request  for  certificstion.  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  1 146.8  (d)  of 
this  chapter. 

§  146b.ll9  Streptomycin  hydrochloride 
•olntion  oral  Teterinaryf  streptomy* 
cin  sulfate  solution  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  hy¬ 
drochloride  solution  oral  veterinary 
streptomycin  sulfate  solution  oral  veteri¬ 
nary  are  aqueous  solutions  of  streptomy¬ 
cin  hydrochloride  or  streptomycin  sul¬ 
fate.  with  one  or  more  suitable  and 
harmless  preservatives.  The  drug  may 
also  contain  one  or  more  suitable  and 
harmless  buffer  substances  and  stabiliz¬ 
ing  agents.  Its  potency  is  not  less  than 
250  milligrams  per  milliliter.  Its  pH  is 
not  less  than  5.0  and  not  more  than  8.0. 
It  is  nontozic.  Each  preservative,  buffer 
substance,  and  stabilikbig  agent  used,  if 
its  name  is  recognized  in  the  U.  S.  P. 
or  N.  F..  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  normal 
and  unavoidable  in  good  packaging,  stor¬ 
age,  and  distribution  practice  shall  be 
disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  the  outside  wrapper  or  container 
and  the  immediate  container: 

(1)  The  batch  mark. 

(2)  The  number  of  milligrams  of 
streptomycin  in  each  milliliter  of  the  im¬ 
mediate  bontainer. 

(3)  The  statement  ‘‘Expiration  date 

- .**  the  blank  being  filled  in  with 

the  date  which  is  12  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied. 

(4)  The  name  and  quantity  of  each 
preservative  used. 

(5)  The  statement  “For  oral  veteri¬ 
nary  use  only.” 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  S  146.2  of  thi.s 
chapter,  a  person  who  requests  certi¬ 
fication  of  a  batch  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark,  the  number  of  packages 
of  each  size  in  the  batch,  and  the 
number  of  milligrams  of  streptomy¬ 
cin  per  milliliter.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assays  made  by  him  on  the 
batch  for  potency,  toxicity,  and  pH. 

(2)  Such  person  shall  also  submit 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  acsmntely  representa¬ 
tive  samples  of  the  following; 

(i)  The  batch;  1  immediate  container 
for  each  5,000  inunediate  containers  in 
the  batch,  .but  in  no  case  less  than  5 
immediate  containers. 

(ii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 


in  making  the  batch;  1  package  of  each 
containing  approximately  5  grams. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  ex¬ 
amination  of  such  immediate  containers 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  ad-^ance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

(f )  Exemption  of  streptomycin  hydro¬ 
chloride  solution  oral  veterinary  and 
streptomycin  sulfate  solution  oral  veter¬ 
inary  from  certification.  Streptomycin 
hydrochloride  solution  oral  veterinary 
and  streptomycin  sulfate  solution  oral 
veterinary  that  conform  to  the  require¬ 
ments  of  paragraphs  (a)  (except  that 
they  may  contain  one  or  more  essential 
vitamin  and  mineral  substances  for  nu¬ 
tritive  purposes),  (b),  and  (c)  of  this 
section  shaU  be  exempt  from  the  require¬ 
ments  of  sections  502  (1)  and  507  of  the 
act.  if  they  comply  with  all  the  following 
conditions: 

(1)  The  labels  bear  an  expiration 
date  that  is  not  more  than  12  months 
after  the  month  during  which  the  batch 
was  last  assayed  and  released  by  the 
manufacturer. 

(2)  If  they  contain  added  vitamins  or 
minerals,  the  labels  bear  the  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substances  are 
present  only  for  furnishing  additional 
vitamins  and  minerals  while  animals  are 
eating  less  feed. 

(3)  The  labels  bear  a  statement  that 
solutions  prepared  with  the  drugs  are 
stable  for  not  more  than  24  hours. 

(4)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotics  are 
intended  for  the  prevention  or  treatment 
of  the  following  conditions,  and  further, 
bears  directions  and  warnings  adequate 
for  such  use: 

(i)  Bacterial  enteritis  in  swine. 

(ii)  Bacterial  calf  scours. 

(iii)  Chronic  respiratory  disease  (air- 
sac  infection)  in  chickens. 

(iv)  Blue  comb  (mud  fever,  non¬ 
specific  infectious  enteritis)  in  poultry. 

§  146b.  120  Dihydrostreptomycin-strepto* 
mycin  sulfates  with  isonicotinic  acid 
hydr  azide. 

Dihy  drostreptomy  cin-s  treptomycin 
sulfates  with  isonicotinic  acid  hydrazide 
conforms  to  all  requirements  and  is  sub¬ 
ject  to  all  procedures  prescribed  by 
§  146b.l]^  for  dihydrostreptomycin- 
streptomycin  sulfates,  except  that: 

(a)  It  contains  not  less  than  100  milli¬ 
grams  of  isonicotinic  acM  hydrazide  for 
each  0.5  gram  of  dihsrdrostreptomycin- 


streptomycin  sulfates.  The  isonicotinic 
acid  hydrazide  used  has  a  purity  of  not  I 
less  than  98  percent  and  has  a  melting 
point  of  not  less  than  169**  C.  and  not 
more  than  172**  C. 

(b)  In  addition  to  the  labeling  pre¬ 
scribed  by  S  146b.ll3(c),  each  package 
shall  bear  on  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 
nmnber  of  grains  of  isonicotinic  acid  hy¬ 
drazide  in  the  immediate  container,  and 
its  expiration  date  shall  be  18  months 
after  the  month  during  which  the  batch 
was  certified. 

(c)  In  addition  to  complying  with  the 
requirements  of  S  146b.ll3  (d),  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  number  of  grains  of  isonico¬ 
tinic  acid  hydrazide  in  each  package, 
and  in  case  of  an  initial  request  for  cer¬ 
tification,  a  sample  consisting  of  approx¬ 
imately  5.0  grams  of  the  isonicotinic  acid 
hydrazide  used  in  making  the  batch. 

(d)  The  fee  for  the  services  rendered 
with  respect  to  the  sample  of  isonicotinic 
acid  hydrazide  submitted  in  accordance 
with  the  requirements  prescribed  there¬ 
for  by  this  section  shall  be  $4.00. 

§  146b.l21  Streptoinycin«erythroniycin 
ointment. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin- 
erythrmnycin  ointment  is  streptomycin 
and  erythromycin  in  a  suitable  and 
harmless  ointment  base,  with  or  with¬ 
out  one  or  more  suitable  sulfonamides 
and  with  or  without  suitable  and  harm¬ 
less  dispersing  and  suspending  agents. 
Its  moisture  content  is  not  more  than  1.0 
percent.  It  contains  per  gram  not  less 
than  3  milligrams  of  streptomycin  and 
not  less  than  5  milligrams  of  erythromy¬ 
cin.  The  streptomycin  used  conforms  to 
the  requirements  of  §  146b.l01(a),  ex¬ 
cept  §146b.l01(a)  (2),  (3),  (4),  and 
(5) .  The  erythromycin  used  is  produced 
by  the  growth  of  Streptomyces  erythr- 
eus.  has  a  potency  of  not  less  than  850 
micrograms  per  milligram  (on  the  an¬ 
hydrous  basis),  has  a  moisture  content 
of  not  more  than  10  percent,  its  pH  in 
a  saturated  aqueous  solution  is  not  less 
than  8  and  not  more  than  10.5,  and  it 
gives  a  characteristic  color  test  with 
acetone  and  hydrochloric  acid.  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.SJ*.  or  NJ*.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  Streptomycin-eryth¬ 
romycin  ointment  shall  be  packaged 
in  collapsible  tubes  which  shall  be  well- 
closed  containers  as  defined  by  the 
U.  S.  P.  'pie  composition  of  the  imme- 

*  diate  container  shall  be  such  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
that  are  normal  and  imavoidable  iii  good¬ 
packaging,  storage,  and  distribution 
practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(i)  The  batch  mark. 
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(ii)  The  number  of  milligrams  of 
streptomycin  and  the  number  of  milli¬ 
grams  of  er3d;hromycin  in  each  gram  or 
milliliter  of  the  batch. 

(iii)  If  it  contains  one  or  more  sul¬ 
fonamides,  the  name  and  quantity  of 
each  such  ingredient  in  each  gram  or 
milliliter  of  the  batch. 

(iv)  The  statement  “For  veterinary 
use  only.” 

(V)  The  statement  “Expiration  date 

_ the  blank  being  filled  in  with 

the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified  except  that  the  blank  may  be  filled 
in  with  the  date  which  is  18  months,  24 
months,  or  36  months  after  the  month 
during  which  the  batch  was  certified 
if  the  person  who  requests  certification 
has  submitted  to  the  Commissioner  re¬ 
sults  of  tests  and  assay  showing  that 
after  having  been  stored  for  such  period 
of  time,  such  drug  as  prepared  by  him 
complies  with  the  standards  prescribed 
by  paragraph  (a)  of  this  section:  Pro¬ 
vided,  however.  That  such  expiration 
date  may  be  omitted  from  the  immediate 
container  if  it  contains  a  single  dose 
and  it  is  packaged  in  an  individual  wrap¬ 
per  or  container. 

(2)  On  the  label  and  labeling,  if  it 
contains  one  or  more  sulfonamides,  after 
the  name  “streptomycin-erythromycin 
ointment,”  wherever  it  appears,  the 
words  “with  sulfonamide (s),”  in  jux¬ 
taposition  with  such  name. 

(3)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 
Such  circular  or  other  labeling  may  also 
bear  a  statement  that  a  brochure  or  other 
printed  matter  containing  information 
for  other  veterinary  uses  of  such  drug  by 
a  veterinarian  licensed  by  law  to  admin¬ 
ister  it  will  be  sent  to  such  veterinarian 
on  request.  . 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  compl3ring  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark  and 
(unless  they  were  previously  submitted) 
the  dates  on  which  the  latest  assasrs  of 
the  streptomycin  and  enrthromycin  used 
in  making  such  batch  were  completed, 
the  quantity  of  each  ingredient  used  in 
making  the  batch,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  a  statement 
that  each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor  by  this  section. 

(2)  Except  as  otoerwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  streptomycin  and  erythromy¬ 
cin  used  in  making  the  batch:  Potency, 
pH,  moisture,  and  color-identity  test,  if 
it  is  enrthromycin. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 


inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  1  immediate  container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  6 
immediate  containers,  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  streptomycin  used  in  making 
the  batch:  6  packages  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram  each,  packaged  in  accord¬ 
ance  with  the  requirements  of  9  146b.l01 
(b). 

(iii)  The  erythromycin  used  in  mak¬ 
ing  the  batch:  5  packages,  each  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram. 

(iv)  In  case  of  an  initial  request  for 
certification,  the  ingredients  used  in 
making  the  ointment  base  of  the  batch: 

1  package  of  each,  containing  approxi¬ 
mately  200  grams,  except  for  the  sus¬ 
pending  or  dispersing  agents  and  sul¬ 
fonamides  used,  in  which  case  the  sam¬ 
ple  shall  consist  of  approximately  5 
grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  samples  referred  to  in  subparagraph 
(3)  (ii)  and  (iii)  of  this  paragtaph,  is 
required  if  such  result  or  samples  have 
been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii).  (iii),  and  (iv)  of 
this  section:  $5.00  for  each  immediate 
container  submitted  in  accordance  witti 
paragraph  (d)  (3)  (i)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance  of 
a  certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  l  -i6b.l22  Streptomycin  -  chlor tetracy¬ 
cline  -  chloramphenicol-bacitracin 
dental  cement;  dihydrostreptomycin- 
chlortetracycline  -  chloramphenicol- 
bacitracin  dental  cement. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin-chlor- 
tetracycline-chlorampenicol  -  bacitracin 
dental  cement  and  dihydrostreptomy- 
cin-chlortetracycline  -  chloramphenicol- 
bacitracin  dental  cement  are  streptomy¬ 
cin  or  dihydrostreptomycin,  chlortetra- 
cycline,  chloramphenicol,  and  bacitracin 
in  a  base  compost  of  suitable  and  harm¬ 
less  inert  inorganic  salts  and  oxides.  Its 
moisture  content  is  not  more  than  1  per¬ 
cent.  It  contains  not  less  than  1.0  milli¬ 
gram  of  streptomycin  or  dihydrostrepto- 
mycln,  not  less  than  1.0  milligram  of 
chlortetracycline,  not  less  than  1.0  milli¬ 


gram  of  chloramphenicol,  and  not  less 
than  50  units  of  bacitracin  per  gram. 
The  streptomycin  used  conforms  to  the 
standards  prescribed  by  9  146b.l01  (a) , 
except  9  146b.l01  (a)  (2).  (4),  and  (5). 
Tlie  dihydrostreptomycin  used  conforms 
to  the  standards  prescribed  by  9  146b.l03, 
except  the  standards  for  sterility,  pirro- 
gens,  and  histamine.  The  chlortetracy- 
cbne  used  conforms  to  the  standards 
prescribed  by  9 146c.201  (a)  of  this 
chapter,  except  9  146c.201  (a)  (2) ,  (4) , 
and  (51.  The  chloramphenicol  used 
conforms  to  the  standards  prescribed  by 
9  146d.301  (a)  of  this  chapter,  except 
9146d.301  (a)  (2),  (4),  and  (5).  The 
bacitracin  used  conforms  to  the  stand¬ 
ards  prescribed  by  9  146e.401  (a)  of  this 
chapter,  except  9  146e.401  (a)  (2)  and 

(4).  Each  other  ingredient  used,  if  its 
name  is  recognized  in  the  U.  S.  P.  or  N.  P., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  ccHnpendium. 

(b)  Packaging.  Each  batch  of  dental 
c^ent  shall  be  packaged  in  immediate 
containers  of  transparent  glass  that 
meet  the  test  for  tight  containers  as 
defined  by  the  U.  S.  P.,  and  so  sealed  that 
the  contents  cannot  be  used  without  de¬ 
stroying  such  seal.  The  immediate  con¬ 
tainer  and  closure  shall  be  such  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caus^  that  are  normal  and  unavoidable 
in  good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(c)  Labeling.  In  addition  to  the  la¬ 
beling  requirements  prescribed  by  9  1.106 
(b)  of  this  chapter  (regulations  issued 
under  section  502(f)  of  the  act),  each 
package  shall  bear  on  the  outside  wrap¬ 
per  or  container  and  the  immediate  con¬ 
tainer  the  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after 
the  month  during  which  the  batch  was 
certified. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  9  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  dates  of 
the  latest  tests  and  assays  of  the  strepto¬ 
mycin  or  dihydrostreptomycin,  chlortet¬ 
racycline,  chloramphenicol,  and  bacitra¬ 
cin  used  in  making  the  batch. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assasrs  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of : 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch  f 
Potency,  toxicity,  moisture.  pH.  strepto¬ 
mycin  content  if  it  is  dihydrostreptomy¬ 
cin,  and  crystallinity  if  it  is  crystalline 
dihydrostreptomycin  sulfate. 

(iii)  The  chlortetracycline  used  in 
making  the  batch:  Potency,  toxicity, 
moisture,  and  pH. 

(iv)  The  chloramphenicol  used  In 
making  the  batch:  Potency,  toxicity,  pH, 
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specific  rotation,  melting  point,  and  ex¬ 
tinction  coefficient. 

(V)  The  bacitracin  used  in  making  the 
batch:  Potency,  toxicity,  moisture,  and 
pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  1  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  7  packages. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 

6  packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram. 

(iii)  The  chlortetracycline  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams. 

(iv)  The  chloramphenicol  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams. 

(V)  The  bacitracin  used  in  'making 
the  batch:  6  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram. 

(vi)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii),  (iii),  (iv),  and  (v)  of  this 
paragraph,  and  no  sample  referred  to 
in  subparagraph  (3)  (ii),  (iii).  (iv),  and 
(V)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  imder 
the  regulations  in  this  part  shall  be:  - 

( 1 )  $4.00  for  each  inundate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (ii),  (iii),  (iv), 
(V).  and  (vi)  of  this  section;  $60.00  for 
each  immediate  container  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 
of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate.  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  ar.  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146b.  123  Streptomycin-sodium  sulfa- 
thiazole  solution  veterinary ;  dihydro- 
streptomycin-sodium  sulfathiazole 
solution  veterinary. 

(a)  Standards  of  identity,  strength, 
Quality,  and  purity.  Streptomycin-so¬ 
dium  sulfathiazole  solution  veterinary 
and  dihydrostreptomycin-sodium  sul¬ 
fathiazole  solution  veterinary  are  strep¬ 
tomycin  or  dihydrostreptomycin  and 
sodium  sulfathiazole  dissolved  in  a  suit¬ 
able  and  harmless  vehicle.  Each  milli¬ 
liter  contains  not  less  than  35  milligrams 
of  streptomycin  or  dihydrostreptomycin 
and  not  less  than  25  milligrams  of  sodium 


sulfathiazole.  It  is  sterile.  It  is  non¬ 
toxic.  It  is  nonpyrogenic.  It  contains 
no  histamine  nor  histamii^-like  sub¬ 
stance.  Its  pH  is  not  less  than  5.0  and 
not  more  than  8.0.  The  streptomycin 
used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146b.l01(a),  except 
subparagraph  (6) .  The  dihydrostrepto¬ 
mycin  used  conforms  to  the  standards 
prescribed  therefor  by  §  146b.l03,  except 
the  standard  for  moisture.  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  U.S.P.  or  N.P.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging:  labeling.  It  shall  be 
packaged  and  labeled  in  accordance  with 
the  requirements  of  §  146b.l06  (b)  and 

(c),  except  that  in  addition  to  the  re¬ 
quirements  of  paragraph  (c)  each  pack¬ 
age  shall  bear  on  the  outside  wrapper  or 
container  and  the  immediate  container: 

(1)  The  composition  of  the  vehicle. 

(2)  The  number  of  milligrams  of  so¬ 
dium  sulfathiazole  in  each  milliliter  of 
the  batch. 

(3)  The  statement  “For  veterinary 
use  only." 

(c)  Requests  for  certification, 
samples:  fees.  The  person  who  requests 
certification  of  a  batch  shall  submit  in 
connection  with  his  request  the  same 
information  and  number  of  samples  for 
the  batch  as  prescribed  by  §  146b.l06  (d) , 
and  the  fee  for  the  services  rendered 
with  respect  to  each  such  batch  shall  be 
the  same  as  that  prescribed  by  §  146b.l06 
(e). 

§  146b.  124  Streptomycin-polymyxin-ne- 
omycin  ointment;  dihydrostreptomy- 
cin-polymyxin-neomycin  ointment. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin-poly¬ 
myxin-neomycin  ointment  and  dihydro- 
streptomycin-polymyxin-neomycin  oint¬ 
ment  are  streptomycin  or  dihydrostrep¬ 
tomycin,  polsrmyxin,  and  neomycin  in  a 
suitable  and  harmless  ointment  base, 
with  or  without  one  or  more  suitable  sul¬ 
fonamides,  and  with  or  without  suitable 
and  harmless  dispersing  and  suspending 
agents.  Their  moisture  content  Is  not 
more  than  1  percent.  Their  potency  is 
such  that  when  used  as  directed  in  their 
labeling  each  dose  shall  contain  not  less 
than  250  mlUigraras  of  streptomycin  or 
dihydrostreptomycin,  100,000  units  of 
polymyxin  B,  and  150  milligrams  of 
neomycin.  The  streptomycin  used  con¬ 
forms  to  the  requirements  of  §  146b.l01 
(a) ,  except  S  146b.l01  (a)  (2) ,  (3) ,  (4) , 
and  (5) .  The  dihydrostreptomycin  used 
conforms  to  the  requirements  of 
S  146b.l03,  except  the  standards  for 
sterility,  toxicity,  pyrogens,  and  hista¬ 
mine.  The  pol^3^in  B  used  conforms 
to  the  requirements  prescribed  for  poly¬ 
myxin  B  by  §  146b.l07  (a) ,  except  the 
standard  for  toxicity.  The  neomycin 
used  conforms  to  the  requirements  pre¬ 
scribed  for  neomycin  by  §  146e.410  (a) 
(2)  of  this  chapter,  except  the  standard 
for  toxicity.  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.  S.  P.  or  N.  F.,  comorms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 

(b)  Packaging.  Each  batch  of  oint¬ 
ment  shall  be  packaged  in  collapsible 
tubes  which  shall  be  well-closed  contain¬ 


ers  as  defined  by  the  U.  S.  P.  The  com¬ 
position  of  the  immediate  container  shall 
be  such  as  will  not  cause  any  change  in 
the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  label^,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark.  ' 

(ii)  The  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin, 
the  number  of  milligrams  of  neomycin, 
and  the  number  of  units  of  polymy?^  B 
in  each  gram  of  the  batch. 

(iii)  If  the  batch  contains  one  or  more 
sulfonamides,  the  name  and  quantity  of 
each  such  ingredient  per  gram  of  the 
batch. 

(iv)  The  statement  “For  veterinary 
use  only.” 

(v)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in  with 

the  date  that  is  18  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified:  Provided,  however.  That  such  ex¬ 
piration  date  may  be  omitted  from  the 
immediate  container  if  it  contains  a 
single  dose  and  it  is  packaged  in  an  in¬ 
dividual  wrapper  or  container. 

(2)  On  the  circular  or  other  labeling 
within  or.  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 
Such  circular  or  other  labeling  may  also 
bear  a  statement  that  a  brochure  or 
other  printed  matter  containing  infor¬ 
mation  for  other  veterinary  uses  of  such 
drug  by  a  veterinarian  licensed  by  law 
to  administer  it  will  be  sent  to  such 
veterinarian  on  request. 

(d)  Requests  for  certification:  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  tiiis  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark 
and  (unless  they  were  previously  sub¬ 
mitted)  the  dates  on  which  the  latest 
assays  of  the  streptomycin  or  dihydro¬ 
streptomycin,  polymyxin  B,  in  neomy¬ 
cin  used  in  making  such  batch  were 
comply '  3d;  the  quantity  of  each  such 
ingrea:;jnt  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  and  a  statement  that  each  in¬ 
gredient  used  in  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  Hie  batch:  Potency  and  moisture. 

(ii)  The  8tr^>tomycin  or  dihydro- 
*  strept<Hnycin  used  in  making  the  batch: 

Potency,  pH.  streptomycin  content  if  it 
is  dihydrostreptomycin,  and  crystallinity 
if  it  is  crystalline  dihydrostreptomycin 
sulfate. 
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(ill)  The  polymyxin  B  used  in  making 
the  batch:  Potency. 

(Iv)  The  neomycin  used  in  making  the 
batch:  Potency,  moisture,  and  pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  followiilk: 

(1)  The  batch:  1  immediate  container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  7 
immediate  containers,  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equaL 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 

6  packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each,  packaged  in  accordance  with  the 
requirements  of  §  146b.l01  (b) . 

(ill)  The  polymyxin  B  used  in  making 
the  batch:  5  packages  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram  each. 

(V)  In  case  of  an  initial  request  for 
certification,  the  ingredients  used  in 
making  the  batch:  1  package  of  each 
ointment-base  ingredient,  containing 
approximately  200  grams;  1  package  of 
each  suspending  or  dispersing  agent 
used,  containing  approximately  5  grams; 

1  package  of  each  sulfonamide  used,  con¬ 
taining  approximately  5  grams. 

(4)  The  results  referred  to  in  sub- 
paragraph  (2)  (ii),  (iii),  and  (iv)  of  this 
paragraph  and  the  samples  referred  to 
In  subparagraph  (3)  (11),  (iii),  and  (iv) . 
of  this  paragraph  are  not  required  if 
such  results  or  samples  have  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  contain¬ 
er  in  the  samples  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (ii),  (iii), 
(iv),  and  (v)  of  this  section;  $6.00  for 
each  Immediate  container  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 
of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigation!! 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146b.l25  Streptomycii.-dihydrostrep- 
tomycin  for  inhalation  therapy. 

(a)  Streptomycin-dlhydrostreptomy- 
cin  for  inhalation  therapy  conforms  to 
all  requirements  and  is  subject  to  all  pro¬ 
cedures  prescribed  by  8 146b.ll2  for 
streptomycin  for  inhalation  therapy  and 
dihydrostreptomycin  for  inhalation  ther¬ 
apy,  except  that  it  is  a  mixture  of  equal 
parts  of  streptomycin  and  dlhydrostrep- 
tomycln. 


(b)  Exemption  of  strepiomycin-dihy^ 
drostreptomycin  for  inhalation  therapy 
from  certification.  Str^tomycin-dihy- 
drostreptomycin  for  inhalation  thmittpy 
that  conforms  to  the  requirements  cd 
paragraph  (a)  of  this  section  shsdl  be 
exempt  from  the  requirements  of  sections 
502  (1)  and  507  of  the  act  if  it  complies 
with  all  the  following  conditions: 

(1)  It  is  intended  solely  for  veterinary 
use  and  is  conspicuously  so  labeled. 

(2)  The  label  bears  an  expiration  date 
that  is  not  more  than  48  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(3)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  the  antibiotics  are  for 
use  only  in  the  prevention  or  treatment 
of  chronic  respiratory  disease  (air-sac 
infection)  in  chickens  and  bears  direc¬ 
tions  and  warnings  adequate  for  such 
use. 

§  146b.l26  Streplomycin-neomycin  pow¬ 
der;  dihydrostreptomycin-neomycin 
powder. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin-neo- 
mycin'powder  and  dihydrostreptomycin- 
neomycin  powder  are  streptomycin  and 
neomycin  or  dihydrostreptomycin  and 
neomycin,  with  or  without  suitable  and 
harmless  absorbent  ngredients,  buffer 
substances,  preservatives,  diluents,  col¬ 
orings,  and  fiavorings.  It  contains  not 
less  than  15  milligrams  of  streptomycin 
or  dihydrostreptbmycin  and  not  less  than 
5.25  milligrams  of  neomycin  per  gram 
of  powder.  Its  moisture  content  is  not 
more  than  7.5  percent.  The  streptomy¬ 
cin  used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146b.l01(a),  except 
§146b.l01(a)  (2),  (4),  and  (5).  The 
dihydrostreptomycin  used  conforms  to 
the  standards  prescribed  therefor  by 
§  146b.l03,  except  the  standards  for  ste¬ 
rility,  psnrogens,  and  histamine  content. 
The  neomycin  used  conforms  to  the 
standards  prescribed  Jbherefor  by 
§  146e.410(a)  (2)  of  this  chapter.  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.S.P.  or  NP.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  normal 
and  unavoidable  in  good  packaging,  stor¬ 
age.  and  distribution  practice  shall  be 
disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  imder  section  502(f) 
o2  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and 
the  immediate  container  the  statement 

“Expiration  date _ the  blank 

being  filled  in  with  the  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified,  except  that  the 


blank  may  be  filled  in  with  the  date  that 
is  24  months  or  36  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified  if  the  person  who  requests  certi¬ 
fication  has  siibmitted  to  the  Commis¬ 
sioner  results  cff  tests  and  assays  showing 
that  after  having  been  stored  for  such 
period  of  time  such  dnig  as  prepared  by 
him  complies  with  the  standards  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complsring  with  the 
requirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  dates  on 
which  the  latest  assays  of  the  strepto¬ 
mycin  or  dihydrostreptomycin  and  neo¬ 
mycin  used  in  making  the  batch  were 
completed,  the  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin 
and  the  number  of  milligrams  of  neo¬ 
mycin  in  each  gram  of  the  batch,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  a  statement 
that  each  ingredient  used  in  mmWng  the 
batch  conforms  to  the  requirements 
prescribed  therefor,  if  any,  by  this 
section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shaU  submit  in  connection 
with  his  request,  results  of  tests  and  as¬ 
says  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  The  number  of  milli¬ 
grams  of  streptomycin  or  dihydrostrep¬ 
tomycin  and  the  number  of  milligrams 
of  neomycin  per  gram,  and  moisture 
content. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 
Potency,  toxicity.  pH,  streptomycin  con¬ 
tent  if  it  is  dihydrostreptomycin,  and 
crystallinity  if  it  is  crystalline  dihydro¬ 
streptomycin. 

(iii)  The  neomycin  used  in  making  the 
batch:  Potency,  toxicity,  moisture,  and 
pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  1  Immediate  container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  5 
immediate  containers,  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  of 
packaging  the  batch  that  the  quantities 
packaged  dining  the  intervals  are 
iq)proxlmately  equaL 
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(11)  Hie  streptomycin  or  dlhydro- 
streptomycln  used  in  making  the  batch: 

5  packages  containing  spproxlmatdy 
e<2ual  portions  of  not  less  than  0^  gram 
each,  packaged  in  accordance  with  the 
requirements  of  8  146b.l01  (b) . 

(iii)  The  neomycin  used  in  making  the 
batch:  5  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram  each. 

(Iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (li)  and  (ill)  of  this  para¬ 
graph,  and  no  sample  referred  to  in 
subparagraph  (3)  (li)  and  (iii)  of  this 
paragraph,  is  required  if  such  result  or 
sample  has  been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii),  (ill),  and  (iv) 
of  this  section;  $5.00  for  each  immediate 
ccmtainer  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  Investigations  other  than  examina¬ 
tions  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  8  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d) 
of  this  chapter. 

§  146b.l27  Streptomycin  solution  for 
inhalation  therapy  Teterinary;  dihy¬ 
drostreptomycin  solution  for  inhala¬ 
tion  therapy  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Streptomycin  solu¬ 
tion  for  inhalation  therapy  veterinary 
and  dihydrostreptomycin  solution  for 
inhalation  therapy  veterinary  is  a  suit¬ 
able  and  harmless  aqueous-organic  solu¬ 
tion  of  streptomycin  or  dihydrostrepto¬ 
mycin,  with  or  without  suitable  and 
harmless  preservatives,  colorings,  vola¬ 
tile  oils,  fiavorings,  buffer  substances, 
and  stabilizing  agents.  Its  potency  is 
not  less  than  50  milligrams  per  milli¬ 
liter.  Its  pH  is  not  less  than  5.0  and  not 
more  than  8.0.  The  streptomycin  or 
dihydrostreptomycin  used  conforms  to 
the  standards  prescribed  by  §  146b.l01 

(a)  or  8  146b.l03(a),  except  the  stand¬ 
ards  for  sterility,  pyrogens,  and  hista¬ 
mine,  or  to  the  standards  prescribed  by 
§  146b.ll4(a).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
H.  S.  P.  or  N.  F.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  .by  the  U.  8.  P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  that  are  normal  And 
unavoidable  in  good  packaging,  storage. 


and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling.  Each  package  shall  bear 
on  its  label  or  labeling,  as  hereinafter 
indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  Hie  batch  mark. 

(ii)  The  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin  in 
each  milliliter  of  the  batch. 

(iii)  The  statement  “Expiration  date 

_ ,“  the  blank  being  filled  in  with  the 

date  that  is  12  months  after  the  month 
during  which  the  batch  was  certified. 

(iv)  The  name  and  quantity  of  each 
preservative  used. 

(V)  The  statement  “For  veterinary  use 
only.” 

(2)  On  a  circular  or  other  labeling 
within  or  attached  to  the  package  direc¬ 
tions  and  warnings  adequate  for  the  use 
of  the  drug  in  the  treatment  of  chronic 
respiratory  disease  (air-sac  infection)  in 
poultry. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  comply^  with 
the  requirements  of  8  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certiflcation 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch  and  the  number  of  milligrams  of 
streptomycin  or  dihydrostreptomycin  p^ 
milliliter  •  in  the  batch.  Such  request 
shall  be  accompanied  or  followed  by  the 
results  of  tests  and  assasrs  made  by  him 
on  the  batch  for  potency  and  pH. 

(2)  Such  person  shall  also  submit  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurately  representative 
samples  of  the  following: . 

(i)  The  batch:  1  immediate  container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  5 
immediate  containers. 

(ii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each 
containing  approximately  5  grams. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  ex¬ 
amination  of  such  immediate  containers 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  8  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 

§  146b.  128  Streptomycin-polymyxin  in 
gel ;  dihydrostreptomycin-polymyxin 
in  gef. 

Streptomycin-polymyxin  in  gel  and 
dihydrostreptomycin-polymyxin  in  gel 
conform  to  all  requirements  and  are 
subject  to  all  proc^ures  prescribed  by 


8  146b.l08  for  streptomycin  in  gel  and 
dihydrostreptomycin  in  gel,  except  that: 

(a)  Each  milliliter  contains  not  less 
than  4,000  units  of  pohmiyxin.  The 
pohmisr^  used  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  8  146b.l07 
(a). 

(b)  Its  pH  is  not  less  than  5.5  and  not 
more  than  7.0. 

(c)  In  lie^  of  the  labeling  prescribed 
by  §  146b.l08(c)  (1)  (i),  the  expiration 
date  shall  be  18  months. 

(d)  In  addition  to  complying  with  the 
requirements  of  8  146b.l08  (d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless 
previously  submitted)  the  results  and 
the  date  of  the  latest  tesla  and  assays  of 
the  polymjrxin  used  in  making  the  batch 
for  potency  and  toxicity.  He  shall  also 
submit  in  connection  with  his  request  a 
sample  consisting  of  not  less  than  6 
immediate  containers  of  the  strepto- 
mycin-pohrmyxin  in  gel  or  dihydro- 
streptomycin-polymsrxin  in  gel  and  (un¬ 
less  previously  submitted)  a  sample 
consisting  of  5  packages,' each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram  of  the  pohonyxin  used  in 
making  the  batch. 

(e)  The  fee  for  the  services  rendered 
with  respect  to  each  immediate  con¬ 
tainer  of  the  sample  of  streptomycin- 
pohrmyxin  in  gel  or  dihydrostreptomy- 
cin-pol3mi3^xin  in  gel  submitted  in  ac¬ 
cordance  with  the  requirements  of  this 
section  shall  be  $6.00.  The  fee  for  each 
container  of  pohrmsrxin  shall  be  $4.00. 

§  146b.l29  Streptomycin  sulfate-dihy. 

drostreptomyrin  sulfate  powder  oral 
*  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity;  packaging;  labeling; 
request  for  certification  (samples) ;  fees. 
Streptomycin  sulfate-dihydrostreptomy- 
cin  sulfate  powder  oral  veterinary  con¬ 
forms  to  all  requirements  and  is  subject 
to  all  procedures  prescribed  by  §  146b.ll5 
for  streptomycin  sulfate  powder  oral 
veterinary  and  dihydrostreptomycin  sul¬ 
fate  powder  oral  veterinary,  except  that 
it  is  a  mixture  of  equal  parts  of  strep¬ 
tomycin  sulfate  veterinary  and  dihydro¬ 
streptomycin  sulfate  veterinary. 

(b)  Exemption  of  streptomycin  svl- 
fate-dihydrostreptomydn  sulfate  powder 
oral  veterinary  from  certification.  Strep- 
tomycin  sulfate-dihydrostreptomycin 
sulfate  powder  oral  veterinary  that  con¬ 
forms  to  the  requirements  of  paragraph 
(a)  of  this  section  (except  that  it  may 
contain  one  or  more  essential  vitamin 
and  mineral  substances  for  nutritive 
purposes)  shall  be  exempt  from  the  re¬ 
quirements  of  sections  502  (1)  and  507  of 
the  act.  if  it  complies  with  all  the  fol¬ 
lowing  conditions: 

(1)  The  labels  bear  an  expiration  date 
that  is  not  more  than  48  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(2)  If  it  contains  added  vitamins  or 
minerals,  the  labels  bear  the  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substances  are  pres¬ 
ent  only  for  furnishing  additional  vita¬ 
mins  and  minerals  while  animRia  are 
eating  less  feed. 


Saturday,  December  29,  1962 


FEDERAL  REGISTER 


13165 


(3)  The  labels  bear  a  statement  that 
solutions  prepared  with  the  drug  are 
stable  for  not  more  than  24  hours. 

(4)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotics  are 
intended  for  the  prevention  or  treatment 
of  the  following  conditions,  and  further, 
bears  directions  and  warnings  adequate 
for  such  use: 

(1)  Bacterial  enteritis  in  swine. 

(li)  Bacterial  calf  scours. 

(ill)  Chronic  respiratory  disease  (air* 
sac  infection)  in  chickens. 

(iv)  Blue  comb  (mud  fever,  nonspe¬ 
cific  infectious  enteritis)  in  poultry. 

§  146b.l30  Streptomycin  and  para- 
aminobenzoic  acid  powder  for  in* 
halation  therapy;  dihydrostreptomy¬ 
cin  and  para-aminobenzoic  arid  pow¬ 
der  ffw  inhalation  therapy. 

Streptomycin  and  para-aminobenzoic 
acid  powder  for  inhalation  therapy  and 
dihydrostreptomycin  and  para-amino¬ 
benzoic  acid  p>owder  for  inhalation  ther¬ 
apy  conform  to  all  requirements  and  are 
subject  to  all  procedures  prescribed  by 
§  146b.ll2  (a),  (b),  and  (c)  for  strepto¬ 
mycin  for  inhalation  therapy  veterinary 
and  dihydrostreptomycin  for  inhalation 
therapy  veterinary,  except  that: 

(a)  They  contain  para-aminobenzoic 
acid. 

(b)  In  addition  to  the  labeling  pre¬ 
scribed  by  §  146b.ll2  (c).  each  package 
shall  bear  on  its  label  and  labeling  the 
number  of  milligrams  of  para-amino¬ 
benzoic  acid  in  each  immediate  container 
and  the  statements:  “For  veterinary  use 
only,"  and  “Caution:  Discontinue  use  24 
hours  before  birds  are  slaughtered  for 
human  consumption."  The  expiration 
date  shall  be  12  months  after  the  month 
during  which  the  batch  was  certified. 

(c)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the  re¬ 
quirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  streptomycin  or 
dihydrostreptomycin  used  in  making 
such  batch  was  completed,  the  potency 
per  gram  of  powder,  the  quantity  of  each 
ingredient  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the  drug 
comprising  such  batch  was  completed, 
and  a  statement  that  each  ingredient 
used  in  making  the  batch  conforms  to 
the  requirements  prescribed  therefor,  if 
any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Average  potency  per 
gram  of  powder  and  average  moisture. 

(ii)  The  streptomycin  or  dlhydro- 
streptomycin  used  in  making  the  batch: 
Potency,  toxicity  moisture,  pH,  strepto¬ 
mycin  content  if  it  is  dihydrostreptomy¬ 
cin,  and  crsrstallinity  if  it  is  crystalline 
dihydrostreptomycin  sulfate. 


(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraiAi, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(1)  The  batch:  One  immediate  con¬ 
tainer  for  each  5,000  containers  in  the 
batch,  but  in  no  case  less  than  five  such 
containers.  Such  samples  shall  be  col¬ 
lected  by  taking  single  immediate  con¬ 
tainers  at  such  intervals  throughout  the 
entire  time  the  containers  are  being  filled 
that  the  quantities  packaged  during  the 
intervals  are  approximately  equal. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 
Five  packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each,  packaged  in  accordance  with  the 
requirements  of  §  146b.  101  (b).. 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5.0 
grams. 

(4)  The  results  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
samples  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph  are  not  required 
if  such  results  or  samples  have  been  pre¬ 
viously  submitted. 

(d)  Fees.  The  fees  for  the  service  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (c)  (3)  (i), 
(ii) ,  and  (ill)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter,  for  the 
Issuance  of  a  certificate,  the  cost  of  such 
Investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

146b.l31  Streptomycin-polTmyxui  tab¬ 
lets  ;  dibydrostreptomycin-polymyxin 
tablets. 

Streptomycin-polym3rxin  tablets  and 
dihydrostreptomycin-pohrmi^xin  tablets 
are  tablets  that  conform  to  all  require¬ 
ments  and  are  subject  to  all  procedures 
prescribed  by  §  146b.  104  for  streptomycin 
tablets  and  dihydrostreptomycin  tablets, 
except  that: 

(a)  Each  tablet  contains  not  less  than 
25,000  units  of  polymyxin.  The  polymsrx- 
in  used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  S  146b.l07(a). 

(b)  Each  package  shall  bear  on  its 
outside  wrapper  or  container  and  the 
immediate  container  the  number  of  units 
of  polsrmsrxin  in  each  tablet  of  the  batch. 

(c)  The  expiration  date  shall  appear 
on  the  immediate  container. 

(d)  In  addition  to  compl3ring  with  the 
requirements  of  §  146b.l04(d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  pre¬ 
viously  submitted)  the  results  and  the 


date  of  the  lat^  tests  and  assays  of 
polymsndn  used  in  making  the  batch  for 
potency  and  toxicity.  He  shall  also  sub¬ 
mit  in  connection  with  his  request  (un¬ 
less  it  was  previously  submitted)  a 
sample  consisting  of  5  packages  each 
containing  approximately  equal  portions 
of  not  less  than  0.5  gram  of  the  poly¬ 
myxin  used  in  making  the  batch. 

(e)  The  fees  for  the  services  imdered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (d)  of  this  section  shall  be: 

(1)  $1.00  for  each  tablet. 

(2)  $4.00  for  each'  immediate  con¬ 
tainer  of  polymsrxin. 

§  146b.l32  Streptomycin-neomycin  fm* 
inhalation  therapy  veterinary ;  di¬ 
hydrostreptomycin-neomycin  for  in¬ 
halation  Uierapy  veterinary. 

(a)  Identity:  packaging;  labeling. 
Streptomycin-neomycin  for  inhalation 
therapy  veterinary  and  dlhydrostrepto- 
mycin-neomycin  for  inhalation  therapy 
veterinary  conform  to  all  requirements 
and  are  subject  to  all  procedures  pre¬ 
scribed  by  §  146b.ll2  (a) ,  (b) ,  and  (c) , 
except  that: 

(1)  For  each  5  grams  of  streptomycin 
or  dihydrostreptomycin.  It  contains  1 
gram  of  neomycin.  The  neomycin  used 
conforms  to  the  standards  prescribed 
therefor  by  §  146e.410(a)  of  this  chapter. 

(2)  In  addition  to  the  labeling  pre¬ 
scribed  by  §  146b.ll2(c),  each  package 
shall  bear  on  its  label  and  labeling  the 
number  of  grams  of  neomycin  in  each 
immediate  container  and  the  statements 
“For  veterinary  use  only"  and  “Caution: 
Do  not  use  on  laying  hens."  The  expira¬ 
tion  date  of  the  drug  shall  be  18  months. 

(b)  Request  for  certification;  samples. 
(1)  In  addition  to  c(Mnpl3dng  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  dates  on 
which  the  latest  assays  of  the  streptomy¬ 
cin  or  dihydrostreptomycin  and  neomy¬ 
cin  used  in  making  the  batch  were 
completed,  the  number  of  grams  of  strep¬ 
tomycin  or  dihydrostreptomycin  and  the 
number  of  grams  of  neomycin  in  the 
batch,  the  quantity  of  each  other  in¬ 
gredient  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted.  and  a  statement  that  each  in¬ 
gredient  used  in  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(1)  The  bat(^:  The  number  of  grams 
of  streptomycin  or  dihydrostreptomycin 
and  the  number  of  grams  of  nemnycin 
per  container,  and  moisture  content. 

(ii)  The  streptomycin  or  dihydrostrep¬ 
tomycin  used  in  ms^ng  the  batch:  Po¬ 
tency,  toxicity,  pH.  streptomsrcin  con¬ 
tent  if  it  is  dihydrostreptomycin,  and 
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crystallinltj  if  it  Is  ciTstollliie  ditij* 
drostreptomydn. 

(ill)  The  neomydn  used  in  mmiriny 
the  batdi:  Potency,  tocdctty,  mototure, 
and  pH. 

(S)  Except  as  otherwise  provided  by 
sutvaragraph  (4)  at  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  acctiratdy  retmesenta- 
tive  samples  of  the  following: 

(i)  The  batch:  One  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch;  but  in  no  case  less 
than  five  immediate  containers,  col¬ 
lected  by  taking  single  immediate  con¬ 
tainers  throughout  the  entire  time  of 
packaging  Uie  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  streptomycin  or  dihydro¬ 
streptomycin  us^  in  making  the  batch: 
Five  packages  containing  equal  portions 
of  not  less  than  0.5  gram  each,  packaged 
in  accordance  with  the  requirements  of 
§  146b.l01(b). 

(iii)  The  neomycin  used  in  making  the 
batch:  Five  packages  containing  approx¬ 
imately  equal  portions  of  not  less  than 
0.5  gram  each. 

(iv)  In  case  of  an  Initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  iq>proximately.5  grams. 

(4)  The  results  referred  to  in  sub- 
paragraph  (2)  (ii)  and  (iii)  of  this  para¬ 
graph  and  the  samples  referred  to  in 
subparagraph  (3)  (ii)  and  (iii)  of  this 
paragraph  are  not  required  if  such  re¬ 
sults  or  samples  have  been  previously 
submitted. 

(c)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
paragraph  (b)(3)  (ii),  (iii),  and  (iv)  of 
this  section;  $5.00  for  each  immediate 
container  submitted  in  accordance  v^th 
paragraph  (b)  (3)  (i)  of  this  section. 

(2)  If  the  CommissionGr  considers 
that  investigations  otLer  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  S  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fees  prescribed  by  subparagr^h  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fees 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  fi  146.8(d)  of 
this  chapter. 

§  146b.l33  Dihydrosireptomycin-neomj- 
rin-polymyxin  aerosol  solution  veter¬ 
inary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Dihydrostreptomy- 
cin-neomycin-polymyxin  aerosol  solu¬ 
tion  veterinary  is  an  aqueous  solution  of 
dihydrostreptcnnycin,  neomycin,  and 
polymyxin  with  or  without  one  or  more 
suitable  and  harmless  preservatives  and 
with  one  or  more  suitable  gas  propd- 
lants.  Its  potency  is  such  that  when  it 
is  used  as  directed  in  its  labeling  each 
dose  shall  cozitain  250  milligrams  of  di¬ 
hydrostreptomycin,  100  milligrams  of 
neomycin,  and  71,000  units  of  polymyxin 


B.  Its  pH  is  not  less  than  4.0  nor  more 
than  6.0.  The  dihydrostreptomycin  used 
conforms  to  the  requirements  of  §  146b.- 
103,  except  the  standards  for  sterility, 
toxicity,  pyrogens,  and  histamine.  The 
neomycin  used  conforms  to  the  require¬ 
ments  prescribed  for  neomycin  by 
§  146e.410(a)  (2)  of  this  chapter,  except 
the  standard  for  toxicity.  The  polymy¬ 
xin  B  used  cx>nf orms  to  the  requirements 
prescribed  for  polymsrxin  B  by  S  146b.- 
107  (a) ,  except  the  standard  for  toxicity. 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  UBP.  or  NP.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  UJ5P.,  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  unavoidable  in  good  packag¬ 
ing.  storage,  and  distribution  practice 
shall  be  disregarded.  Each  such  con¬ 
tainer  shall  contain  a  sufficient  quantity 
of  propellant  to  permit  the  ejection  of 
the  volume  of  drug  indicated,  whether 
administered  in  either  single  or  multiple 
doses. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  milligrams  of 
dihydrostreptomycin,  the  number  of 
milligrams  of  neomycin,  and  the  number 
of  units  of  polsrmsrxin  B  in  each  milliliter 
of  the  batch,  or  in  each  prescribed  dose. 

(iii)  The  name  and  quantity  of  each 
preservative  used  in  making  the  batch 
and  the  name  of  each  propellant. 

(iv)  The  statement  “For  udder  in¬ 
stillation  of  cattle  only.” 

(V)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified. 

(Vi)  The  warning  required  by  §  146,14 
of  this  chapter. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  in  addition  to  compl3ring  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark  and 
(unless  they  were  previously  submitted) 
the  dates  on  which  the  latest  assays  of 
the  dihydrostreptomycin,  polsonyxto  B, 
and  neomycin  used  in  making  such 
batch  were  completed;  the  quantity  of 
each  such  ingredient  used  in  making  the 
batch;  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed;  and  a  statement  that 
each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph. 


such  person  shall  submit  in  connection 
with  his  reque.st  results  of  the  tests  and 
assays  listed  after  each  of  the  follow¬ 
ing.  made  by  him  on  an  accurately 
representative  sample  of: 

(i)  The  batch:  Potency  and  pH. 

(ii)  The  dihydrostreptomsrcin  used  in 
making  the  batch:  Potency,  pH,  mois¬ 
ture,  streptomycin  content,  and  crystal¬ 
linity  if  it  is  crystalline  dih3rdrostrepto- 
mycin  sulfate. 

(iii)  The  polymyxin  B  used  in  making 
the  batch:  Potency. 

(iv)  The  neomycin  used  in  making  the 
batch:  Potency,  moisture,  and  pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  1  immediate  container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  7 
imipediate  containers,  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are 
approximately  equal. 

(ii)  The  dihydrostreptomycin  used  in 
making  the  batch:  6  packages  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram  each,  packaged  in 
accordance  with  the  requirements  of 
§  146b.l01(b). 

(iii)  The  polymyxin  B  used  in  making 
the  batch:  5  packages  containing  e^- 
proximately  equal  portions  of  not  less 
than  0.5  gram  each. 

(iv) .The  neomycin  used  in  making  the 
batch:  5  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram  each. 

(v)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each 
containing  approximately  5  grams. 

(4)  The  results  referred  to  in  sub- 
paragraph  (2)  (ii) ,  (iii) ,  and  (iv)  of  this 
paragraph  and  the  sample  referred  to 
in  subparagraph  (3)  tii),  (iii),  and  (iv) 
of  this  paragrsq;)h  are  not  required  if 
such  results  or  samples  have  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
imder  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)(3)  (ii), 

'  (iii),  (iv),  and  (v)  of  this  section;  $6.00 
for  each  immediate  container  submitted 
in  accordance  with  paragraph  (d)  (3)  (i) 
of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  S  146.3 ' 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigation. 

The  fee  prescribed  by  subparagraph/ 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  dQ>osit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 


Saturday,  December  29,  1962 
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PART  146c-- CERTIFICATION  OF 
CHLORTETRACYCLINE  (OR  TETRA- 
CYCLINE)  AND  CHLORTETRACY¬ 
CLINE-  (OR  TETRACYCLINE-)  CON¬ 
TAINING  DRUGS 

Bee. 

146c.a01  OhlortetraOTcline  bydrochlorlde. 

(chlorteuacycllxie  hydrochloride 
salt). 

146ci202  Chlortetracycllne  hydrochloride 
ointment;  chlortetracycllne  cal¬ 
cium  ointment;  chlortetracycllne 
calcium  cream;  tetracycline  hy¬ 
drochloride  ointment  (tetracy¬ 
cline  hydrochloride  in  oil  sus¬ 
pension);  tetracycline  ointment 
(tetracycline  cream). 

146C.203  Chlortetracycllne  troches  (chlor¬ 
tetracycllne  hydrochloride  tro¬ 
ches)  ;  tetracycline  hydrochloride 
troches. 

146C.204  Chlortetracycllne  hydrochloride 
capstdes;  tetracycline  hydrochlo¬ 
ride  capsules;  tetracycline  cap¬ 
sules;  tetracycline  phosphate 
complex  capsules. 

146C.206  Chlortetracycllne  powder  (chlor¬ 
tetracycllne  hydrochloride  pow¬ 
der);  tetracycline  hydrochloride 
powder;  tetracycline  powder. 

146C.206  Chlortetracycllne  ophthalmic 
(chlortetracycllne  hydrochloride 
ophthalmic) ;  tetracycline  hydro¬ 
chloride  ophthalmic. 

146C.207  Chlortetracycllne  hydrochloride 
tablets;  tetracycline  hydrochlo¬ 
ride  tablets:  tetracycline  tablets. 

146c. 208  Chlortetracycllne  otic  (chlortetra- 
cycline  hydrochloride  otic,  chlor¬ 
tetracycllne  hydrochloride  for 
ear  solution) ;  tetracycline  hy¬ 
drochloride  otic  (tetracycline 
hydrochloride  for  ear  solution). 

146c  .209  Chlortetracycllne  dental  cones 
(chlortetracycllne  hydrochloride 
dental  cones) . 

146C.210  Chlortetracycllne  dental  paste 
(chlortetracycllne  hydrochloride 
dental  paste). 

146C.211  Chlortetracycllne  siu-glcal  powder 
(chlortetracycllne  hydrochloride 
surgical  powder) ;  tetracycline 
hydrochloride  surgical  powder. 

146C.212  Chlortetracycllne  suppositories 
(chlortetracycllne  hydrochloride 
suppositories);  tetracycline  hy¬ 
drochloride  suppositories. 

146C.213  Chlortetracycllne  gauze  packing 
(chlortetracycllne  hydrochloride 
gauze  packing). 

146C.214  Chlortetracycllne  dressing  (chlor- 
tetracycline  hydrochloride  dress¬ 
ing). 

146C.215  Chlortetracycllne  with  vasocon¬ 
strictor  (chlortetracycllne  hydro¬ 
chloride  with  vasoconstrictor) ; 

chlortetracycllne  with _ 

(chlortetracycllne  hydrochloride 

with _ )  (the  blank  being 

filled  in  with  the  common  or 
usual  name  of  the  vasocon¬ 
strictor)  . 

1460.216  Tetracycline  hydrochloride-olean¬ 
domycin  ointment. 

146C.217  Chlortetracycllne  calcium  syrup 
(chlortetracycllne  calcium  oral 
drops);  tetracycline  syrup  (tet¬ 
racycline  oral  drops);  tetracy¬ 
cline  magnesium  syrup  (tetra¬ 
cycline  magnesium  oral  drops) . 

1460.218  Tetracycline  hydrochloride. 

1460.219  Crude  chlortetracycllne  oral  veter¬ 

inary. 

146C.220  Tetracycline. 

1460.221  Tetracycline  hydrochloride  for  In¬ 
tramuscular  use;  tetracycline 
phosphate  complex  for  Intra¬ 
muscular  use. 


Sec. 

146oJ22  Tetracycline  hydrochloride  oral 
suspension  (tetracycline  hydro¬ 
chloride  homogenized  mixture) ; 
tetracycline  phosphate  complex 
oral  suspension  (tetracycline 
phosphate  complex  oral  drops) ; 
tetracycline  hydrochloride  oral 
solution;  tetracycline  calcium 
oral  suspension;  tetracycline  oral 
suspension. 

146c. 223  Chlortetracycllne  -  neomycin  -  strep- 
tomycin-penlciUlu  ointment; 
chlortetracycllne  -  neomycin  -  dl- 
hydrostreptomycin  -  penicillin 
ointment;  tetracycline  hydro¬ 
chloride  -  neomycin  -  streptomy¬ 
cin-penicillin  ointment;  tetra¬ 
cycline  hydrochloride-neomycin 
dihydrostreptomycln  -  penicillin 
ointment. 

146C.224  Tetracycline  hydrochloride-nystat¬ 
in  capsules;  tetracycline  phos¬ 
phate  complex-nystatin  capsules. 

146C.226  Tetracycline  hydrochlorlde-nirsta- 
tln  tablets. 

146C.226  Tetracycline  and  vasoconstrictor 

suspension;  tetracycline  and _ 

(the  blank  being  filled  in  with 
the.  common  or  usual  name  of 
the  vasoconstrictor)  suspension. 

146c  .227  Chlortetracycllne  spra7  dressing 
(chlortetracycllne  hydrochloride 
spray  dressing) . 

146ci228  Tetracycline  hydrochloride-neomy¬ 
cin  tablets. 

146C.229  Tetracycline-nystatin  oral  susi>en- 
sion;  tetracycline  phosphate 
complex-nystatin  oral  susi>en- 
sion  (tetracycline  phosphate 
complex-nystatin  oral  drops) . 

146c  .230  Chlortetracycllne  hydrochloride 
powder  topical;  tetracycline  hy¬ 
drochloride  p>owder  topical. 

146C.231  Capsules  tetracycline  and  oleando¬ 
mycin  phosphate;  capsxiles 
tetracycline  and  trlacetylolean- 
domycin;  capsules  tetracycline 
hydrochloride  and  oleandomycin 
phosphate;  capsules  tetracycline 
hydrochloride  and  trlacetyl- 
oleandomycin. 

1460.232  Tetracycline  phosphate  complex. 

146C.233  Tetracycline-oleandomycin  phos¬ 
phate  for  oral  stispension. 

146C.234  Capsules  tetracycline  hydrochlo¬ 
ride  and  novobiocin;  capsules 
tetracycline  phosphate  complex 
and  novobiocin. 

146C.235  Tetracycline  hydrochloride-olean¬ 
domycin  phosphate  for  aqueous 
injection. 

146C.236  Tetracycline-nystatin  for  c^al  sus¬ 
pension. 

146c  .237  Chlortetracycline-neomycin  -  strep¬ 
tomycin  ointment;  chlortetracy¬ 
cline-neomycin  -  dihydroetrepto- 
mycln  ointment;  tetracycline 
hydrochloride  -  neomycin  -  strep¬ 
tomycin  ointment;  tetracycline 
hydrochloride  -  neomycin  -  dihy¬ 
drostreptomycin  ointment. 

146C.238  Tablets  tetracycline  hydrochloride 
and  novobiocin. 

146C.239  Tetracycline-novobiocin  for  oral 
suspension. 

146C.240  Tetracycline-triacetyloleandomycin 
syrup  ( tetracycline- triacetylo- 
leandomycin  or«il  drops;  tetracy¬ 
cline  -  triacetyl  -  oleandomycin 
homogenized  mixture). 

1460.241  Chlortetracycllne  seed. 

146c  .242  Tetracycline — neomycin  complex 
powder  topical;  tetracycline  hy¬ 
drochloride-neomycin  sulfate 
powder  topical. 

1460.243  Capsules  tetracycline  hydrochlo¬ 
ride  -  triacetyloleandomycinny- 
statin. 

146C.244  Tetracycline  hydrochloride-neomy¬ 
cin  spray  ointment  topical. 


Sec. 

146C.245  Tetracycline-trlacetyloleandomycin 
for  oral  suspension. 

146cJ246  Tetracycline  hydrochloride-neo¬ 
mycin  in  oil  suspension. 

146C247  Chlortetracycllne  hydrochloride 
impregnated  surgical  silk. 

146c  248  Boll  tetracycline. 

146C.249  Rolitetracycllne  for  Intravenous 
use. 

146C.2S0  Rolitetracycllne  for  intramuscular 
use. 

146C251  Demethylchlortetracycllne  hydro¬ 
chloride. 

146C.252  Capsules  demethylchlortetracy- 
cline  hydrochloride. 

146c253  Demethylchlortetracycllne. 

146C.254  Demethylchlortetracycllne  for  oral 
suspension. 

146c255  Demethylchlortetracycllne  syrup 
(demethylchlortetracycllne  oral 
drops) . 

146c  256  Chlortetracycllne  hydrochloride  in 
oU  oral  veterinary. 

146C.257  Tetracycline-amphotericin  B  for 
oral  syrup;  tetracycline-ampho¬ 
tericin  B  for  oral  drops. 

146C268  Demethylchlortetracycllne  hydro¬ 
chloride  ointment. 

146C2S9  Demethylchlortetracycllne  hydro- 
chlorldenystatin  capsules. 

146C.260  Capsules  tetracycline  phosphate 
complex  amphotericin  B. 

146c261  Tetracycline-novobiocin  oral  stis- 
pension  (tetracycline-novobiocin 
'  oral  drops;  tetracycline-novobio¬ 
cin  S3rrup) . 

146c 262  Tetracycline-amphotericin  B  syrup; 

tetracycline-amphotericin  B  oral 
drops. 

146c 263  Demethylchlortetracycllne  -  nysta¬ 
tin  for  oral  suspension. 

AirTHtHtiTT:  §S  146c201  to  146C.263  issued 
under  sec.  507,  59  Stat.  463  as  amended;  21 
U^.C.  357. 

§  146c.201  Chlortetracycline  hydrochlo¬ 
ride  (chlortetracycllne  hydrochloride 
salt). 

(а)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
hydrochloride  is  the  yellow  hydrochloride 
salt  or  crystalline  hydrochloride  salt  of  a 
kind  of  chlortetracycline  or  a  mixture  of 
two  or  more  such  salts  with  or  without 
one  or  more  suitable  and  harmless  buffer 
substances  if  it  is  intended  for  intraven¬ 
ous  use.  *  It  is  so  purified  and  dried  that: 

( 1 )  Its  potency,  and  the  potency  of  the 
chlortetracycline  used  in  the  manufac¬ 
ture  of  chlortetracycline  for  intravenous 
use.  is  not  less  than  900  micrograms  per 
milligram,  except  if  it  is  intended  for 
use  solely  in  the  manufacture  of  a  veter¬ 
inary  drug  for  nonparenteral  use  its 
potency  is  not  less  than  820  micrograms 
per  milligram; 

(2)  It  Is  sterile; 

(3)  It  is  nontozic; 

(4)  It  is  nonpjnngenic; 

(5)  It  contains  no  histamine  nor  his¬ 
tamine-like  substances; 

(б)  Its  moisture  content  is  not  more 
than  2.0  percent; 

(7)  Its  pH  in  an  aqueous  solution  con¬ 
taining  10  milligrams  per  milliliter  is  not 
less  than  2.3  and  not  more  than  3.3.  ex¬ 
cept  if  it  is  intended  for  Intravenous  use 
and  it  contains  buffer  substances  its  pH 
is  not  less  than  8  and  not  more  than  9.5. 

(b)  Packaging.  In  all  cases  the  imme¬ 
diate  containers  shall  be  tight  contain¬ 
ers  as  defined  by  the  U.  S.  P..  shall  be 
sterile  at  the  time  of  filling  and  closing, 
shall  be  so  sealed  that  the  contents  can- 
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not  be  used  without  destroying  the  seal, 
and  Shan  be  of  such  composition  as  wlU 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards.  except  that  minor  chimges  so  caused 
which  are  normal  and  unavoidable  In 
good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded.  In 
case  it  is  Intended  for  intravenous  use.  it 
shall  be  packaged  in  immediate  contain¬ 
ers  of  colorless,  transparent  glass,  closed 
by  a  substance  through  which  a  hypo¬ 
dermic  needle  may  be  introduced  and 
withdrawn  Without  removing  the  closxire 
or  destroying  its  effectiveness;  each  such 
container  shall  contain  not  more  than 
1.0  gran^  unless  it  is  intended  solely  for 
veterinary  use  and  is  conspicuously  so 
labeled,  and  each  shall  contain  one  or 
more  suitable  and  harmless  buffer  sub¬ 
stances,  or  each  shall  be  packaged  in 
combination  with  a  c<mtainer  of  a  suit¬ 
able  and  harmless  diluent. 

(c)  LaheUng — (1)  It  is  pacHaged  for 
dispensing  and  it  is  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  12  months,  or  if  it  is  crystalline 
chlortetracycline  60  months,  after  the 
month  during  which  the  batch  was  cer¬ 
tified,  except  that  if  it  is  crystalline 
chlortetracycline  and  it  contains  buffer 
substances  the  blank  shall  be  filled  in 
with  the  date  that  is  36  months  after 
the  month  during  which  the  batch  was 
certified. 

(ii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  a 
statement  of  the  conditions  under  which 
such  solutions  should  be  stored,  including 
a  reference  to  their  instability  when 
stored  under  other  conditions,  and  a 
statement,  “Sterile  solutions  must  be  in¬ 
jected  immediately  after  preparation.” 

•<2)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  r^uirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except, 
if  it  is  not  intended  for  intravenous  use, 
in  lieu  of  the  statement  “Caution: 
Federal  law  fnrohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity.  If  it  is  intended 
for  intravenous  use.  the  labeling  shall 
conform  with  the  requir^ents  pre¬ 
scribed  by  1 1.106(c)  of  this  chapter  and 
to  the  requirements  of  subparagraph  (1) 
(i)  and  (ii)  of  this  paragraph. 

(3)  It  is  packaged  solely  for  manufac¬ 
turing  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer  the  following: 

(i)  The  potency  per  milligram  and  the 
number  of  grams  in  the  immediate 
container. 

(ii)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 


(iii)  The  statement  "For  manufactur¬ 
ing  use,”  “For  repacking,”  or  •Tor 
manufacturing  use  or  repacking.” 

(iv)  The  information  required  by  sub¬ 
paragraph  (1)  (1)  of  this  paragraph. 

(d)  Request  for  certification,  check 
tests  and  assays:  samples.  (1)  In  addi¬ 
tion  to  complying  wdth  the  requirements 
of  §  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  the  batch,  the 
number  of  milligrams  in  each  package, 
and  (unless  it  wras  previously  submitted) 
the  date  on  which  the  latest^assay  of  the 
drug  comprising  the  batcli  was  com¬ 
pleted;  and  if  it  is  intended  for  intra¬ 
venous  use  and  contains  buffer  sub¬ 
stances.  the  date  and  the  results  of  the 
latest  test  for  potency  of  the  chlortetra¬ 
cycline  used  in  making  such  batch.  Such 
request  shall  be  accompanied  or  followed 
by  the  results  of  tests  and  assays  made 
by  him  on  the  batch  for  potency,  steril¬ 
ity,  toxicity,  pyrogens,  histamine  con¬ 
tent,  crystallinity  (if  it  is  the  crystalline 
salt),  moisture,  and  pH.  If  such  batch 
or  any  part  thereof  is  to  be  packaged 
with  a  solvent  such  request  shall  also  be 
accomi>anied  by  a  statement  that  such 
solvent  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  If  such  batch  is  packaged  for  dis¬ 
pensing.  such  person  shall  submit  with 
his  request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  1  im¬ 
mediate  container  for  each  5,000  imme¬ 
diate  containers  in  such  batch,  but  in 
no  case  less  than  8  immediate  con¬ 
tainers. 

(ii)  For  sterility  testing;  10  immedi¬ 
ate  containers. 

Such  sample  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(3)  If  such  batch  is  packaged  for  re¬ 
packing  or  for  use  as  an  ingredient  in 
the  manufacture  of  another  drug,  such 
person  shall  submit  with  his  request  an 
accurately  representative  sample  of  the 
batch,  consisting  of  the  followring: 

(i)  For  all  tests  except  sterility;  5 
packages,  each  containing  approximately 
0.5  gram. 

(ii)  For  sterility  testing;  10  packages, 
each  containing  approximately  40  milli¬ 
grams. 

Each  such  package  shall  be  packaged  in 
accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

’  (4)  In  connection  with  contemplated 
requests  for  certification  of  repacked 
batches  or  batches  of  another  drug  in 
the  manufacture  of  which  it  is  to  be  used, 
the  manufacturer  of  a  batch  which  is  to 
be  so  repacked  or  used  may  request  the 
Commissioner  to  make  check  tests  and 
■  assays  on  a  sample  of  such  batch,  taken 
as  prescrib*ed  by  subparagraph  (3)  of 
this  paragraph.  Prom  the  information 
required  by  subparagraph  (1)  of  this 
paragraph  may  be  omitted  results  of 
tests  and  assays  not  required  for  the 


batch  when  used  in  such  other  drug. 
The  Commissioner  shall  report  to  such  - 
manufacturer  results  of  such  check  tests 
and  assays  as  are  so  requested. 

(5)  If  such  batch  is  intended  for  in¬ 
travenous  use  and  it  contains  buffer 
substances,  such  person  shall  submit  in 
connection  with  his  request  (unless  it 
has  been  previously  Submitted)  one  im¬ 
mediate  container  containing  approxi¬ 
mately  0.5  gram  of  the  chlortetracycline 
used  in  making  such  batch. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $1().00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i),(3) 
(i),  and  (4)  of  this  section;  $4.00  for 
each  immediate  container  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (5)  of  this  section;  $10.00  for  all  con¬ 
tainers  sulmiitted  in  accordance  with 
paragraph  (d)(2)(ii)  and  (3)(ii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8(d)  of 
this  chapter. 

§  146r.202  Clilortetracycline  hydrochlo* 
ride-  ointment ;  chlortetracycline  cal¬ 
cium  ointment;  chlortetracycline  cal¬ 
cium  cream;  tetracycline  hydrochlo¬ 
ride  ointment  (tetracycline  hydro¬ 
chloride  in  oil  suapension) ;  tetracy¬ 
cline  ointment  (tetracycline  cream). 

(a)  Standards  of  identity,  strength, 
quality  and  purity.  CThlortetracycline 
hydrochloride  ointment,  tetracycline 
hydrochloride  ointment,  and  tetracycline 
ointment  are  crystalline  chlortetracy¬ 
cline  hydrochloride,  chlortetracycline 
calcium,  tetracychne  hydrochloride,  or 
tetracycline,  in  a  suitable  and  harmless 
ointment  base.  It  may  contain  a  suit¬ 
able  local  anesthetic,  cortisone,  hydro¬ 
cortisone,  or  a  suitable  ester  of  cortisone 
or  hydrocortisone,  and  one  or  more  suit¬ 
able  and  harmless  preservatives  and 
stabilizing  agents.  Its  moisture  content 
is  not  more  than  1  percent  if  it  is  chlor¬ 
tetracycline  hydrochloride  or  tetracy¬ 
cline  hydrochloride  ointment.  Its  po¬ 
tency  is  not'  less  than  1  milligram  per 
gram.  The  chlortetracycline  hydrochlo¬ 
ride  used  in  making  the  chlortetracycline 
hydrochloride  ointment  and  in  prepar¬ 
ing  the  chlortetracycline  calcium  used 
in  making  the  chlortetracycline  calcium 
ointment  conforms  to  the  requirements 
of  §  146c.201(a).  except  §  146c.201(a) 
(1),  (2).  (3).  (4).  and  (5).  but  its  po¬ 
tency  is  not  less  than  750  yg.  per  milli¬ 
gram.  The  tetracycline  hydrochloride 
used  conforms  to  the  requirements  of 
§146c.218(a).  except  S  146c.218(a)  (2), 

(3)  ,  (4) ,  and  (5) .  The  tetracycline  used 
conforms  to  the  requirements  of 
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§  146c.220(a).  Each  other  Ingredient 
used,  if  its  name  is  recognized  in  the 
UJ3.P.  or  N  J*.,  conforms  to  the  standards 
prescribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging,  The  ointm^t  shall 
be  packaged  in  collapsible  tubes  which 
are  well-closed  containers  as  defined  by 
the  U.  S.  P.,  or  in  containers  of  glass  or 
plastic  that  are  tight  containers  as  de¬ 
fined  by  the  U.  6.  P.  Unless  it  is  labeled 
solely  for  hospital  use,  each  such  con¬ 
tainer  shall  contain  not  more  than  2 
ounces,  except  if  it  is  intended  for  oph¬ 
thalmic  use  each  such  container  shall 
contain  not  more  than  ^-ounce,  if  it  is 
a  collapsible  tube,  or  more  than  ^ -ounce 
if  it  is  a  tight  container.  Each  such  con¬ 
tainer  shall  be  of  such  (XHnposition  as 
will  not  cause  any  change  in  the 
strength,  quality,  ox  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  thcit  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practices  shall  be 
disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
ophthalmic  use  by  man  or  it  is  intended 
for  use  by  man  and  it  contains  cortisone, 
hydrocortisone,  or  an  ester  of  cortisone 
or  hydrocortisone.  In  addition  to  the 
labeling  requirements  prescribed  by 
§  1.106(b)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  act), 
each  package  shall  hear  on  its  label  or 
labeli^,  as  h^einafter  indicated,  the 
following; 

(i)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  48  months  if  it  is 
chlortetracycline  hydrochloride  ointment 
or  tetracycline  hydrochloride  ointment, 
or  24  months  if  it  is  chlortetracycline  cal¬ 
cium  ointment,  after  the  month  during 
which  the  batch  was  certified,  except 
that  the  blank  may  be  filled  in  with  the 
date  that  is  36  months.  48  months,  or  60 
months  after  the  month  during  which 
the  batch  was  certified  if  the  i>erson  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assays  showing  that  after  having  been 
stored  for  such  period  of  time  the  drug 
as  prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(ii)  If  it  contains  one  or  more  of  the 

active  ingredients  specified  in  paragraph 

(a)  of  this  seeUon,  after  the  name 
“chlortetracycline  ointment,”  “chlortet¬ 
racycline  calcium  ointment,”  “chlortet¬ 
racycline  calcium  cream,”  “tetracycline 
hydrochloride  ointment,”  or  “tetracy¬ 
cline  ointment,”  wherever  it  appears,  the 
words  “with _ ,”  juxtaposi¬ 

tion  with  such  name,  the  blank  being 
filled  in  with  the  common  or  usual  name 
of  each  such  ingredient  used. 

(2)  It  is  intended  for  use  by  man;  it 
is  not  packaged  for  ophthalmic  use,  and 
it  does  not  contain  cortisone,  hydrocorti¬ 
sone,  or  an  ester  of  cortisone  or  hydro¬ 
cortisone.  Its  label  and  lab^ing  shall 
comply  with  all  the  requirements  pre¬ 
scribed  by  BubparagTaph  (1)  of  this 
paragraph,  except  that  in  lieu  of  the 
statement  “Caution:  Federal  law  pro¬ 
hibits  dispensing  without  prescription,” 
each  package  shall  contain  a  circular  or 
other  labeling  within  or  attached  to  the 
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package  bearing  adequate  directions  and 
warnings  for  the  prophylactic  use  of  such 
ointment. 

(3)  It  is  packaged  for  dispensing  and 
it  is  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  with¬ 
out  prescription,”  each  package  shall  in¬ 
clude  information  containing  directions 
and  warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Reguesta  for  certification;  sam¬ 
ples.  (1)  In  addition  to  comparing  with 
the  requirements  of  S  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  of  ointment  shall  submit 
with  his  request  a  statement  showing  the 
batch  marl^  the  number  of  packages  of 
each  size  in  such  batch,  the  batch  mark 
arid  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
chlortetracycline,  tetracycline  hydro¬ 
chloride  or  tetracycline  used  in  making 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  the  date  on  which  the  latest  assay 
of  the  drug  comprising  such  batch  was 
completed,  and  that  each  component  of 
the  ointment  base  used  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  ^all  submit  in  connection 
wiUi  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
nmde  by  him  on  an  acexurately  r^we- 
sentattve  sample  of: 

(i)  The  batch;  potency  and  moisture. 

(ii)  The  chlortetracycline  hydrochlo¬ 
ride  or  tetracycline  hydrochloride  or  tet¬ 
racycline  used  in  making  the  batch;  po¬ 
tency,  moisture,  pH,  caTStalllBity,  and 
absorptivity,  if  it  is  tetracycline  t^dro- 
chloride  nr  tetracycline. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  foDowing: 

(i)  The  batch;  one  padcage  for  each 
5f>00  padcages  in  the  batdi,  but  in  no 
case  less  than  five  packages,  coleeted  by 
taking  single  packages  at  such  intervals 
throughout  the  entire  time  of  padcagffiig 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chlortetracycline,  tetracycline 
hydrochloride  or  tetracsrdlne  used  in 
making  the  batch;  ten  packages,  con¬ 
taining  approximately  eqnal  porflaMS  of 
not  less  than  60  milligrams  each,  pack¬ 
aged  in  accordance  with  the  reqifire- 
ments  of  §  146c.201  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each 
component  of  the  ointment  base,  each 
containing  approximately  200  grams;  1 
package  of  each  preservative  used,  each 
containing  approximately  5  grams;  and 
if  cortisone,  l:^drocortisone,  or  an  ester 
of  cortisone  or  hy^ocortisone  is  used,  1 
package  of  such  ingredient,  containing 
approximately  100  milligrams. 
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(4)  No  result  referred  to  in  subpara- 
graj;^  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  sul^aragnqiA 

(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  of 
ointm^t  under  the  regulations  in  thi* 
part  shall  be: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  sulunitted  in  accordance  with  para¬ 
graph  (d)  <3)  (IT.  (ii).  and  (iii)  of  this 
section;  and 

(2)  If  the  Commisslcmer  considers 
that  Investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necesssuy  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  Issuance  of  a 
certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8(d)  of 
this  chapter. 

§  146c.203  CUorftetracycliae  troches 
(chlortetracycline  hydrochloride  tro- 
tdies)  ;  tetracycline  hydrochloride  tro- 
ches. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
troches  and  tetracycline  hydrochloride 
troches  are  troches  composed  of  crys- 
tidline  chlortetiracycline  or  crystalline 
tetracycline  hydrochloride  and  one  or 
more  suitable  and  harmless  diluents, 
binders,  and  lubricants,  with  or  with¬ 
out  one  or  more  suitable  and  harm¬ 
less  preservatives,  colorings,  and  flavor¬ 
ings.  The  potency  of  each  tioche  is  not 
less  than  5  milligrams ;  the  moisture  con¬ 
tent  is  not  more  than  2  percent.  The 
chlortetracycline  used  conforms  to  the 
requirements  of  §146c.201  (a),  except 
i  146C.201  (a)  (1),  (2),  (4)  and  (5),  but 
its  potency  is  not  less  than  750  micro¬ 
grams  per  milligrfun.  The  tetiacycline 
hydrochloride  used  conforms  to  the  re¬ 
quirements  of  5 146C.218  (a) ,  except 
$  146C.218  (a)  (2) ,  (4)  and  (5) .  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.  S.  P.  or  N.  F.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  Unless  each  troche 
is  enclosed  in  foil  or  plastic  film  and 
such  enclosure  is  a  tight  container  as 
defined  by  the  U.  S.  P.,  except  the  pro¬ 
vision  that  it  shall  be  capable  of 
tight  reclosure,  the  immediate  container 
shall  be  a  tight  container  as  so  de¬ 
fined.  The  immediate  container  may 
also  contain  a  desiccant  separated  from 
the  troches  by  a  plug  of  cotton  or  other 
like  material.  The  composition  of  the 
immediate  container,  or  foil  or  film  en¬ 
closure.  shall  be  such  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  staxuiards.  except 
that  minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling.  In  addition  to  the  la¬ 
beling  requiremaits  prescr&ed  by  fi  1.106 
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(b)  of  this  chapter  (regulations  issued 
under  section  502(f)  of  the  act),  each 
package  shall  bear  on  the  outside  wrap¬ 
per  or  container  and  the  immediate  con¬ 
tainer,  the  statement  "Expiration  date 

_ the  blank  being  filled  in 

with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified,  except  that  the  blank  may  be 
filled  in  with  the  date  that  is  36  months, 
or  48  months,  or  60  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified  if  the  person  who  requests  certifi¬ 
cation  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  show¬ 
ing  that  after  being  stored  for  such 
period  of  time  such  drug  as  prepared  by 
him  complies  with  the  standards  pre¬ 
scribed  therefor  by  paragraph  (a)  of  this 
section. 

(d )  Requests  for  certification;  samjAes. 

(1)  In  addition  to  complsring  with  the 
requirements  of  8  146.^  of  this  chapter, 
a  person  who  requests  certification  of 
a  batch  of  troches  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  mark  and 
(unless  it  was  'previously  submitted)  the 
date  on  which  the  latest  assay  of  the 
chlortetracycline  or  tetracycline  hydro¬ 
chloride  used  in  making  such  batch  was 
completed,  the  number  of  milligrams  in 
each  troche,  the  quantity  of  each  ingre¬ 
dient  used  in  making  the  batch,  the  date 
on  which  the  latest  assay  of  the  troches 
comprising  such  batch  was  cmnpleted, 
and  a  statement  that  each  ingredient 
used  in  making  the  batch  conforms  to 
the  requirements  prescribed  therefor  by 
this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of: 

(1)  The  batch;  average  potency  per 
troche  and  average  moisture. 

(il)  The  chlortetracycline  or  tetracy¬ 
cline  hydrochloride  used  in  making  the 
batch;  purity,  toxicity,  moisture,  pH, 
crystallinity,  and  absorptivity  if  it  is 
tetracycline  hydrochloride. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(1)  The  batch;  one  troche  for  each 
5,000  troches  in  the  batch,  but  in  no  case 
less  than  30  troches,  collected  by 
taking  single  troches  at  such  intervals 
throughout  the  entire  time  the  troches 
are  being  made  that  the  quantities  made 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chlortetracycline  or  tetracy¬ 
cline  hydrochloride  used  in  making  the 
batch;  10  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  60  milligrams,  packaged  in  accord¬ 
ance  with  the  requirements  of  8  146C.201 
(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 


(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (8) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
troches  under  the  regulations  in  this 
part  shall  be: 

( 1 )  $0.75  for  each  troche  In  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  of  this  section,  $4.00  for  each 
package  in  the  samples  submitted  in  ac- 
cordsmce  with  paragraph  (d)  (3)  (ii) 
and  (iii)  of  this  section;  and 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  troches,  are  necessary  to  de¬ 
termine  whether  or  not  such  batch  com¬ 
plies  with  the  requirements  of  8  146.3  of 
this  chapter  for  the  issuance  of  a  certifi¬ 
cate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146c.2()4  Qilortetracycline  hydrochlo¬ 
ride  capsules;  tetracycline  hydro¬ 
chloride  capsules;  tetracycline  cap¬ 
sules;  tetracycline  phosphate  com¬ 
plex  capsules. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
hydrochloride  capsules,  tetracycline  hy¬ 
drochloride  capsules,  tetracycline  cap¬ 
sules  and  tetracycline  phosphate  com¬ 
plex  capsules  are  capsules  composed 
of  crystalline  chlortetracycline  hy¬ 
drochloride,  tetracycline  hydrochlo¬ 
ride,  tetracycline,  or  tetracycline  phos¬ 
phate  complex,  with  or  without  one  or 
more  suitable  sulfonamides,  analgesic 
substances,  antUfistaminics,  and  with  or 
without  one  or  more  suitable  and  harm¬ 
less  vitamin  substances,  buffer  sub¬ 
stances,  vegetable  oils,  preservatives, 
diluents,  binders,  lubricants,  colorings, 
and  fiavorings  and  glucosamine  hydro¬ 
chloride,  enclosed  in  a  gelatin  capsule. 
Each  capsule  shall  contain  not  less  than 
50  milligrans  of  chlortetracycline  hydro¬ 
chloride,  tetracycline  l:^drochloride, 
tetracycline,  or  tetracycline  phosphate 
complex,  unless  it  is  intended  solely  for 
veterinary  use  and  is  conspicuously  so 
labeled.  Its  moisture  content  is  not  more 
than  2  percent  if  it  contains  chlor¬ 
tetracycline  hydrochloride,  not  more 
than  3  percent  if  it  contains  tetracycline 
(not  more  than  9  percent  if  it  contains 
sodium  metaphosphate  as  a  buffer  sub¬ 
stance),  not  more  than  4  percent  if  it 
contains  tetracycline  hydrochloride,  and 
not  more  than  9  percent  if  it  contains 
tetracycline  phosphate  complex,  except 
that  in  no  case  shall  it  be  more  than  3 
percent,  if  it  contains  vitamins.  The 
chlortetracycline  hydrochloride  used 
conforms  to  the  requirements  of 
8  146C.201  (a) ,  except  8  146C.201  (a)  (2) , 
(4),  and  (5).  The  tetracycline  hydro¬ 
chloride  used  conforms  to  the  require¬ 
ments  of  §  146C.218  (a) ,  except  8  146C.218 
(a)  (2),  (4),  and  (5).  The  tetracycline 
used  conforms  to  the  requirements  of 
§  146C.220  (a) .  The  tetracycline  phos¬ 
phate  complex  used  conforms  to  the  re¬ 


quirements  of  8  146C.232.  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  U.S.P.  or  N.F.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  Unless  each  capsule 
is  enclosed  in  a  foil  or  plastic  film  and 
such  enclosure  is  a  tight  container  as 
defined  by  the  U.  S.  P.,  except  the  provi¬ 
sion  that  it  shall  be  capable  of  tight  re¬ 
closure,  the  immediate  container  shall  be 
a  tight  container  as  so  defined.  The  im¬ 
mediate  container  may  also  contain  a 
desiccant  separated  from  the  capsules  by 
a  plug  of  cotton  or  other  like  material 
The  composition  of  the  immediate  con¬ 
tainer,  or  of  the  foil  or  film  enclosure, 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  which  are  nor¬ 
mal  and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shaU 
be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and 
the  immediate  container,  as  hereinafter 
indicated,  the  following: 

(i)  The  statement  "Expiration  date 

_ ,”  the  blank  being  filled  in 

with  one  of  the  following  dates  after  the 
month  during  which  the  batch  was  cer¬ 
tified: 

(a)  If  chlortetracycline  hydrochloride 
is  used.  60  months. 

(b)  If  tetracycline  hydrochloride  is 
used,  48  months,  except  that  the  date 
that  is  60  months  may  be  used  if  the 
person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
with  the  standards  prescribed  therefor 
by  paragraph  (a)  of  this  section. 

(c)  If  tetracycline  is  used,  36  months. 

(d)  If  tetracycline  phosphate  complex 
is  used,  or  if  it  contains  one  or  more 
vitamin  substances,  analgesic  substances, 
antihistaminics,  or  caffeine.  24  months, 
except  that  the  blank  may  be  filled  in 
with  the  date  that  is  36  months,  48 
months,  or  60  months,  after  the  month  in 
which  the  batch  was  certified,  if  the  per¬ 
son  who  requests  certification  has  sub¬ 
mitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
with  the  standards  prescribed  by  para¬ 
graph  (a)  of  this  section. 

(e)  If  it  contains  sodium  metaphos¬ 
phate,  36  months. 

(ii)  If  it  contains,  in  addition  to 

chlortetracycline  l^rdrochloride,  tetra¬ 
cycline  hydrochloride,  tetracycline,  or 
tetracycline  phosphate  complex,  one  or 
more  of  the  active  Ingredients  specified 
in  paragraph  (a)  of  this  section,  after 
the  name  "chlortetracycline  hydrochlo¬ 
ride  capsules,"  "tetracycline  hydroclo- 
ride  capsules,"  "tetracycline  capsules," 
or  "tetracycline  phosphate  complex  cap¬ 
sules,"  wherever  it  appears,  the  words 
"with _ (the  blank  being  filled 
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in  with  the  common  or  usual  name  of 
each  other  ingredient) in  juxtaposition 
with  such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,"  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  comtdjri:^  with 
the  requirements  of  S  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certidcation 
of  a  batch  sh^  submit  with  his  request 
B  statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  chlortetracycline, 
tetracycline  hydrochloride,  tetracycline 
or  tetracycline  phosphate  complex  used 
in  making  such  batch  was  completed, 
the  number  of  milligrams  in  each  cap¬ 
sule,  the  quantity  of  each  ingredient 
used  in  making  the  batch,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  and 
a  statement  that  each  ingredient  used 
in  making  the  batch  conforms  to  the 
requirements  prescribed  therefor,  if  any, 
by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  resiilts  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  average  'potency  per 
capsule  and  average  moisture. 

(ii)  The  chlortetracycline,  tetracycline 
hydrochloride,  tetracycline,  or  tetracy¬ 
cline  phosphate  complex  used  in  making 
the  batch:  Potency,  toxicity,  moisture, 
pH,  crystallinity,  absorptivity  (if  it  is 
tetracycline  hydrochloride,  tetracycline, 
or  tetracycline  phosphate  complex) ,  and 
identity  if  it  is  tetracycline  phosphate 
complex. 

(3)  Except  as  otherwise  provided 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  Indicated,  ac  rately  repiresenta- 
tive  samples  of  the  fuilowing: 

(i)  The  batch;  one  capsulb  for  each 
5,000  capsules  in  the  batch,  but  in  no  case 
less  than  30  capsules,  collected  by  taking 
single  capsules  at  such  intervals  through¬ 
out  the  entire  time  of  preparation  that 
the  quantities  encapsulated  during  the 
intervals  are  approximately  equal. 

(ii)  The  chlortetracycline,  tetra¬ 
cycline  hydrochloride,  tetracycline,  or 
tetracycline  phosphate  complex  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  60  milligrams,  and  if  it 
is  tetracycline  phosphate  complex,  one 
additional  package  containing  approxi¬ 
mately  1  gram.  Each  such  package  shall 
be  packaged  in  accordance  with  the  re¬ 
quirements  of  9  146C.201  (b) . 

(iii)  In  case  of  an  Initial  request  for 
certification,  each  other  ingredient  used 


in  making  the  batch;  one  package  of 
each  containing  sq^uxudmately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $0.75  for  each  capsule  in  the  sample 
submitted  in  accordance  with  paragrt^h 
(d)  (3)  (i)  of  this  section,  $4.00  for  each 
package  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (ii) 
and  (iii)  of  this  section;  and 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  capsules  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  5  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  5  146.8  (d)  of 
this  chapter. 

§  146c.205  Chlortetracycline  powder 
(chlortetracycline  hydrochloride  pow> 
der) ;  tetracycline  hydrochloride 
powder;  tetracycline  powder. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
powder,  tetracycline  hydrochloride 
powder,  and  tetrac3^;line  powder  are 
crystalline  chlortetracycline  hydro¬ 
chloride.  tetracycline  hydrochloride,  or 
tetracycline,  with  or  without  glucos¬ 
amine  hydrochloride  and  one  or  more 
suitable  and  harmless  vitamin  sub¬ 
stances.  with  or  without  one  or  more 
suitable  analgesic  substances  and  anti- 
histaminics.  and  with  or  without  suitable 
and  harmless  buffer  substances,  preserv¬ 
atives.  diluents,  colorings,  and  fiavor- 
ings.  The  content  of  chlortetracycline 
or  tetracycline  hydrochloride  or  tetracy¬ 
cline  is  not  less  than  15  milligrams  per 
gram  of  powder.  The  moisture  content 
of  chlortetracycline  powder  or  tetfacy- 
cline  hydrochloride  powder  is  not  more 
than  2  percent.  The  moisture  content  of 
tetracycline  powder  is  not  more  than  7.5 
percent  The  chlortetracycline  used 
conforms  to  the  requirements  of  f  146c.- 
201  (a),  except  9  146c.201  (a)  (2),  (4), 
and  (5) .  The  tetracycline  hydrochloride 
used  conforms  to  the  requirements  of 
9  146C.218  (a) ,  except  subparagraphs  (2) , 
(4),  and  (5)  of  that  paragraph.  The 
tetracycline  used  conforms  to  the  re¬ 
quirements  of  9 146C.220  (a).  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.  S.  P.  or  N.  P.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  ttie 
contents  beyond  any  limits  thei^or  in 
applicable  standards,  except  that  minor 


changes  so  caused  which  are  normal  «»vi 
imavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  LaheliTig — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  9  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  container,  as  hereinafter  in¬ 
dicated,  the  following: 

(1)  The  statement  “Expiration  date 

- ,”  the  blank  being  filled  in 

with  the  date  that  is  60  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified  if  it  is  chlortetracycline  hydro¬ 
chloride  powder;  or  if  it  is  tetracycline 
hydrochloride  powder  or  tetracycline 
powder  the  blank  is  filled  in  with  the 
date  that  is  24  months  after  the  month 
during  which  the  batch  was  certified,  ex¬ 
cept  that  the  blank  may  be  filled  in  with 
the  date  that  is  36  months,  48  months, 
or  60  months  after  the  month  during 
which  the  batch  was  certified  if  the  per¬ 
son  who  requests  oertificatkm  has  sub¬ 
mitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
with  the  standards  prescribed  by  para¬ 
graph  (a)  of  this  section;  exc^t  that  if 
it  contains  one  or  more  vitamin  sub¬ 
stances,  analgesic  substances,  or  anti- 
histaminics.  the  blank  is  fill^  in  with 
the  date  that  is  24  months  after  the 
month  during  which  the  batch  was 
certified. 

(ii)  If  it  contains,  in  addition  to 
chlortetracycline  hydrochloride,  tetracy¬ 
cline  hydrochloride,  or  tetracycline,  one 
or  more  of  the  other  active  ingredi¬ 
ents  specified  in  paragraph  (a)  of  this 
section,  after  the  name  “chlortetra¬ 
cycline  powder,”  ^  “tetracycline  hydro¬ 
chloride  powder,”  or  “tetracychne  pow¬ 
der,"  wherever  such  name  appears, 

the  words  “with _ (the  blank 

being  filled  in  with  the  common  or 
usual  name  of  each  other  such  ingredi¬ 
ent)  ,"  in  juxtaposition  with  such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  sub- 
paragraph  (1)  of  this  paragraph,  ex¬ 
cept  that  in  lieu  of  the  statement  “Cau¬ 
tion:  Federal  law  prohibits  dispensing 
without  prescription,"  each  package  shall 
include  information  containing  direc¬ 
tions  and  warnings  adequate  for  the 
veterinary  use  of  the  drug  by  the  laity. 

(d)  Bequest  for  certification;  samples. 
(1)  In  addition  to  complying  with  the  re¬ 
quirements  of  9  146.2  of  this  chapter, 
a  person  who  requests  certification  of 
a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  marie, 
the  number  of  packages  of  each  size  in 
such  batch,  the  batch  mark  and  (unless 
it  was  previously  submitted)  the  date 
on  which  the  latert  assay  ol  the  chlor¬ 
tetracycline,  teUacycline  hydrochloride 
or  tetracyclizie  used  in  making  such 
batch  was  completed,  the  number  of 
milligrams  in  ea^  immediate  container, 
the  quantity  of  each  ingredient  used  in 
making  the  batch,  the  date  on  which 
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the  latest  assay  of  the  drug  compris¬ 
ing  such  batch  was  completed,  and  a 
statement  that  each  ingr^ent  used  in 
making  the  batch  conforms  to  the  re¬ 
quirements  prescribed  therefor,  if  any, 
by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of: 

(i)  The  batch;  potency  and  moisture. 

(ii)  The  chlortetracycline,  tetracycline 
hydrochloride,  or  tetracycline  used  In 
making  the  batch;  potency,  toxicity,- 
moisture,  pH,  crystallinity,  and  absorp¬ 
tivity  if  it  is  tetracycline  hydrochloride 
or  tetracycline. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurately  representative  sam¬ 
ples  of  the  following: 

(i)  The  batch;  one  immediate  con¬ 
tainer  for  each  5,000  containers  in  the 
batch,  but  In  no  case  less  than  5  im¬ 
mediate  containers,  unless  each  such 
container  is  packaged  to  contain  more 
than  1.0  gram,  in  which  case  the  sample 
shall  consist  of  1.0  gram  for  each  5,000 
immediate  containers  in  the  batch,  but 
in  no  case  less  than  five  1.0-gram  por¬ 
tions,  except  if  it  is  intended  for  use  as 
an  ingredient  in  the  drinking  water  of 
animals,  each  portion  in  the  sample  sub¬ 
mitted  shall  consist  of  1  ounce  in  lieu  of 
1.0  gram.  Such  sample  shall  be  collected 
by  taking  single  immediate  containers, 
1.0-gram  portions,  or  1-ounce  portions  at 
such  intervals  throughout  the  entire  time 
the  containers  are  being  filled  that  the 
quantities  filled  during  the  intervals  are 
approximately  equal. 

(ii)  The  chlortetracycline,  tetracycline 
hydrochloride,  or  tetracycline  used  in 
making  the  batch;  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams,  packaged 
in  accordance  with  the  requirements  of 
S  146C.201  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (il)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(il)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i), 
(ii) ,  and  (ill)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 


request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

(f)  Exemption  of  chlortetracycline 
potoder  for  veterinary  use,  tetracycline 
hydrochloride  potoder  for  veterinary  use, 
and  tetracycline  potoder  for  veterinary 
use  from  certification.  Chlortetracy¬ 
cline  powder,  tetracycline  hydrochloride 
powder,  and  tetracycline  powder  that 
conform  to  the  requirements  of  para¬ 
graphs  (a)  (except  that  if  they  contain 
one  or  more  added  vitamin  substances 
such  substances  are  essential  for  nutri¬ 
tive  purposes,  and  except  that  they  may 
contain  one  or  more  added  mineral  sub¬ 
stances  essential  for  nutritive  purposes) , 

(b),  and  (c)  of  this  section  shall  be  ex¬ 
empt  from  the  requirements  of  sections 
502  (1)  and  507  of  the  act,  if  they  com¬ 
ply  with  all  the  following  conditions: 

(1)  They  are  intended  solely  for  vet¬ 
erinary  use  and  are  conspicuously  so 
labeled. 

(2)  If  they  contain  added  vitamins  or 
minerals,  the  labels  bear  the  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substance?  are  pres¬ 
ent  only  for  furnishing  additional  vita¬ 
mins  and  minerals  while  animals  are 
eating  less  feed. 

(3)  The  labels  bear  an  expiration  date 
that  is  not  more  than  60  months,  or  24 
months  If  it  contains  a  vitamin  sub¬ 
stance,  after  the  month  during  which 
the  batch  was  last  assayed  and  released 
by  the  manufacturer. 

(4)  The  labels  bear  a  statement  that 
solutions  prepared  with  the  drugs  are 
stable  for  not  more  than  24  hours. 

(5)  The  circular  or  other  labeling 
within  of  attached  to  the  package  bears 
information  that  only  the  antibiotics  are 
intended  for  the  prevention  or  treatment 
of  the  following  conditions,  and  further, 
bears  directions  and  warnings  adequate 
for  such  use: 

(i)  Pinkeye  and  superficial  cuts  and 
abrasions. 

(ii)  Bacterial  enteritis  in  swine. 

(iii)  Bacterial  pneumonia  in  swine. 

(iv)  Chronic  respiratory  disease  (air- 
sac  infection),  hexamitiasis,  blue  comb 
(mud  fever,  nonspecific  infectious 
enteritis)  in  poultry. 

(V)  Infectious  sinusitis  in  poultry. 

(Vi)  Ssmovitis  in  poultry. 

(vii)  Bacterial  pneumonia  in  calves. 

(viii)  Shipping  fever  (hemorrhagic 
septicemia)  in  calves. 

§  146c.206  Chlortetracycline  ophthalmic 
(chlortetracycline  hydrochloride 
ophthalmic) ;  tetracycline  hydro¬ 
chloride  ophthalmic. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
ophthalmic  and  tetracycline  hydro¬ 
chloride  ophthalmic  is  crystalline  chlor- 
tetracyline  or  crystalline  tetracycline 
hydrochloride,  with  or  without  one 
or  more  suitable  and  harmless  pre¬ 
servatives,  buffer  substances,  and  dilu¬ 
ents.  It  is  sterile.  Its  moisture  content 
Is  not  more  than  5  percent.  The  chlor¬ 
tetracycline  or  tetracycline  hydrochlo¬ 
ride  is  of  such  quantity  that  when 
dissolved  as  directed  the  potency  of  such 
solution  is  not  less  than  1,000  micrograms 
per  milliliter  and  maintains  its  labeled 


potency  after  it  has  been  kept  for  7 
days  at  a  temperature  of  15®  C.  (59* 
F.) .  Such  solution  has  a  pH  of  not  less 
than  7.9  and  not  more  than  8.4.  The 
chlortetracycline  used  conforms  to  the 
requirements  of  §  146c.201  (a)  except 
subparagraphs  (2),  (4),  and  (5)  and  the 
tetracycline  hydrochloride  used  conforms 
to  the  requirements  of  §  146c.218  (a)  ex¬ 
cept  subparagraphs  (2),  (4),  and  (5). 
Each  other  buffer  and  diluent  used,  if 
its  name  is  recognized  in  the  U.  S.  P. 
or  N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official 
compendium. 

(b)  Packaging.  The  immediate  con¬ 
tainer  shall  be  a  tight  container  as  de¬ 
fined  by  the  U.  S.  P.;  its  closure  shall  be 
one  through  which  a  hsrpodermic  needle 
cannot  be  introduced;  and  the  container 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  cause'* 
which  are  normal  and  unavoidable  in 
good  packaging,  storage,  and  distribution 
practice  shall  be  disregarded.  Each  such 
container  shall  contain  not  less  than  5 
milligrams,  and  each  may  be  packaged 
in  combination  with  a  container  of  the 
solvent,  sterile  distilled  water  U.  S.  P. 

(c)  Labeling — (1)  It  is  pax:kaged  for 

dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  container  the  statement  “Ex¬ 
piration  date _ ,”  the  blank  be¬ 

ing  filled  in  with  the  date  that  is  48 
months,  if  it  is  chlortetracycline  ophthal¬ 
mic;  or  if  it  is  tetracycline  hydrochloride 
ophthalmic,  the  blank  is  filled  in  with 
the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified,  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  24  months,  36 
months,  48  months,  or  60  months  after 
the  month  during  which  the  batch  was 
certified  if  the  person  who  requests  cer¬ 
tification  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  showing 
that  after  having  been  stored  for  such 
period  of  time,  such  drug  as  prepared  by 
him  complies  with  the  standards  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(2)  It  is  packaged  for  dispensing  and 
intended  s.olely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with 'all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  clarification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  pre¬ 
viously  submitted)  the  date  on  which  the 
latest  assay  of  the  chlortetracycline  or 
tetracycline  hydrochloride  used  in  mak- 
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ing  such  batch  was  completed,  the  num¬ 
ber  of  milligrams  in  each  immediate 
container,  the  quantity  of  each  buffer 
and  diluent  used  In  making  the  batch, 
the  date  on  which  the  latest  assay  of 
the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
buffer  and  diluent  used  in  making  the 
batch  conform  to  the  requirements  pre¬ 
scribed  therefor,  if  any,  by  this  section. 
If  such  batch  or  any  part  thereof  is 
to  be  packaged  with  a  solvent,  such  re¬ 
quest  shall  also  be  accompanied  by  a 
statement  that  such  solvent  conforms  to 
the  requirements  prescribed  therefor  by 
this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch;  potency,  sterility, 
moisture,  and  pH  of  the  solution  pre¬ 
pared  as  directed  in  its  labeling. 

(ii)  The  chlortetracycUne  or  tetra¬ 
cycline  hydrochloride  used  in  making  the 
batch;  potency,  toxicity,  moisture,  pH, 
crystallinity,  and  absorptivity,  if  it  is 
tetracycline  hydrochloride. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility}  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  5  immediate  contain¬ 
ers. 

(b)  For  sterility  testing;  10  Immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  chlortetracycUne  or  tetracy¬ 
cline  hydrochloride  used  in  making  the 
batch;  ten  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams  packaged  in  accord¬ 
ance  with  the  requirements  of  §  148C.201 
(b). 

(iU)  In  case  of  an  initial  request  for 
certification,  each  buffer  and  diluent 
used  in  makdng  the  batch;  one  package 
of  each  containing  approximately  5 
grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (U)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (U)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (i)  (a) ,  (U) ,  and 

‘(iii)  of  this  section;  $10.00  for  aU  con¬ 
tainers  submitted  in  accordance  with 
paragraph  (d)  (2)  (i)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 


necessary  to  determine  whether  or  not 
such  batch  compUes  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shaU  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  9  146.8  (d) 
of  this  chapter. 

§  146c.207  ChlortetracycUne  hyrdochlo- 
ride  tablets;  tetracycline  hydrochlo¬ 
ride  tablets ;  tetracycline  tablets. 

(a)  ChlortetracycUne  hydrochloride 
tablets,  tetracycline  hydrochloride  tab¬ 
lets,  and  tetracycUne  tablets  are  tablets 
that  conform  to  all  requirements  and 
are  subject  to  all  procedures  prescribed 
by  §  146C.204  for  chlortetracycUne  hy¬ 
drochloride  capsules,  tetracycUne  hydro¬ 
chloride  capsules,  and  tetracycline  cap¬ 
sules,  except  that  the  average  moisture 
content  of  the  tablets  is  not  more  than 
3.0  percent.  In  addition  to  the  require¬ 
ments  prescribed  by  §  146c.204,  tablets 
not  exceeding  15  millimeters  in  diameter, 
or  not  intended  only  for  preparing  solu¬ 
tions,  shaU  disintegrate  within  1  hour. 
A  person  who  requests  certification  shall 
therefore  also  submit  for  disintegration¬ 
time  studies,  results  of  this  test  made  by 
him  and  a  sample  of  6  tablets.  The  fee 
for  the  tablets  submitted  for  disintegra¬ 
tion-time  studies  shaU  be  $3.00. 

(b)  Exemption  of  chlortetr<icycline 
hydrochloride  tablets  from  certification. 
C^hlortetracycUne  hydrochloride  tablets 
that  conform  to  the  requirements  of  par¬ 
agraph  (a)  of  this  section  (except  that 
it  may  contain  one  or  more  essential  vi¬ 
tamin  and  mineral  substances  for  nutri¬ 
tive  purposes;  and  the  chlortetracycUne 
hydrochloride  used  in  making  the  tab¬ 
lets  may  conform  to  9  146C.219  (a) )  shall 
be  exempt  from  the  requirements  of  sec¬ 
tions  502  (1)  and  507  of  the  act,  if  they 
comply  with  aU  the  foUowing  conditions: 

(1)  If  the  drug  contains  added  vita¬ 
mins  or  minerals,  its  label  bears  the 
name  and  quanti^  of  each  such  sub¬ 
stance  and  a  statement  that  such  sub¬ 
stances  are  present  only  for  furnishing 
additional  vitamins  and  minerals  while 
the  birds  are  eating  less  feed. 

(2)  The  labels  bear  an  expiration  date 
that  is  not  more  than  24  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(3)  The  label  bears  a  statement  that 
solutions  prepared  with  the  (hug  are  sta¬ 
ble  for  not  more  than  24  hours. 

(4)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotic  is 
intended  for  use  in  the  prevention  ot 
treatment  of  the  following  conditions  of 
parakeets  and  canaries,  due  to  organisms 
sensitive  to  chlortetracycUne.  and  fur¬ 
ther,  bears  directions  and  warnings  ade¬ 
quate  for  such  uses: 

(i)  Respiratory  disease,  bacterial 
(pneiunonia,  bronchitis,  rhinitis). 

(U)  Infectious  arthritis  due  to  a  flltw- 
able  agent. 

'(iU)  Bacterial  enteritis. 

(iv)  Stimulate  food  intake,  growth, 
and  to  maintain  body  weight. 


(V)  When  Intended  for  use  in  the  con¬ 
ditions  set  forth  in  subdivi^ns  (i) ,  (ii) , 
and  (ill),  of  this  subparagraph  the 
potency  must  be  such,  that  when  used  as 
directed  in  the  labeling,  each  ounce  of 
drinking  water  contains  not  less  than  25 
milUgrams  of  chlortetracycUne. 

(vi)  When  intended  for  use  in  the 
conditions  set  forth  in  subdivision  (iv) 
of  this  subparagraph,  the  potency  must 
be  such,  that  when  used  as  directed  in 
the  labeling,  each  ounce  of  drhiklng 
water  contains  not  less  than  5.0  milU¬ 
grams  of  chlortetracycUne. 

§  146c. 208  ChlortetracycUne  otic  (chlor¬ 
tetracycUne  hydrochloride  otic,  chlor¬ 
tetracycUne  hydrochloride  for  ear 
solution) ;  tetracycline  hydrochloride 
otic  (tetracycUne  hydrochloride  for 
ear  solution). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  ChlortetracycUne 
otic,  tetracycUne  otic  is  a  packaged  com¬ 
bination  of  one  immediate  container  of* 
crystalline  chlortetracycUne  or  crystal¬ 
line  tetracycline  hydrochloride  and  one 
immediate  container  of  a  suitable  and 
harmless  solution.  The  chlortetracy- 
cline  or  tetracycline  hydrochloride  is  of 
such  quantity  that  when  dissolved  as 
directed  the  potency  of  such  solution  is 
not  less  than  5  milligrams  per  miUiUter 
after  it  has  been  kept  for  7  days  at  a 
temperature  of  15*  C.  (59*  F.).  The 
chlortetracycUne  used  conforms  to  the 
requirements  of  9 146c.201(a),  except 
9  146c.201(a)  (2).  (3),  (4), and  (5).  The 
tetracycline  hydrochloride  used  conforms 
to  the  requirements  of  9  146c.218(a),  ex¬ 
cept  9  146c.218(a)  (2).  (3).  (4).  and  (5). 
Each  substance  used  in  the  preparation 
of  the  solution  contained  in  the  pack¬ 
aged  combination,  if  its  name  is  recog¬ 
nized  in  the  UBP.  or  NF*.,  conforms  to ' 
the  standards  prescribed  therefcr  by 
such  ofBcial  compencUum. 

(b) '  Packaging.  Each  immediate  con¬ 
tainer  shaU  be  a  tight  container  as  de¬ 
fined  by  the  U.  S.  P.  and  shaU  be  of  such 
composition  as  wiU  not  cause  any  change 
in  the  strength,  quaUty,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
appUcable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shaU  be  dis¬ 
regarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  9  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act),  each  package  shaU  bear  on 
the  label  or  labeling,  as  hereinafter  in¬ 
dicated,  the  foUowing: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  on  the  immediate  container 
of  the  chlortetracycUne  or  tetracycUne 
hydrochloride,  the  statement  “Expira¬ 
tion  date _ ,”  the  blank  being 

fiUed  in  with  the  date  that  is  36  months 
iff  ter  the  monttx  during  which  the  batch 
was  certified. 

(U)  On  the  outside  wrapper  or  con¬ 
tainer  and  on  the  immediate  container 
of  the  solution  in  the  packaged  combina¬ 
tion,  a  statement  giving  the  method  of 
dissolving  the  chlortetracycUne  or  tetra- 
cy<dine  hydrochloride  in  the  solution  and 
the  conditions  imder  which  the  solution 


iai74 


RULES  AND  REGULATIONS 


should  be  jatoved.  Inrtwitng  selBienDe  to 
its  iustabiUtar  when  stored  under  ottier 
conditions,  end  :Uie  atetement,  **1116  so¬ 
lution  msar  he  kept  in  e  refrigerstor  for 
1  w^ek.  without  signlfirant  loss  of  po¬ 
tency.” 

(2)  It  is  packaged  tor  dispensing  and 
it  is  intended  solehf  tar  vetUrinary  use. 
Its  label  labeling  shall  comply  with 
all  the  requirementB  prescribed  by  sub- 
paragraph  (11  of  this  paragraph,  except 
that  in  lieu  of  the  stactement  ‘^Caution: 
Federal  law  prohibits  di.spenBtag  without 
prescription,”  each  package  shall  include 
inlormation  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  far  certiAcation;  samples. 

(1)  In  SMldition  to  complying  with  the 
requirements  of  S  146.2  of  this  chapter, 
a  person  who  requests  certification  of 
a  batch  shall  submit  with  Ids  request 
a  statement  lowing  ti  e  batch  mark, 
the  nuniber  of  packages  of  each  siase 
in  such  hatdh,  the  number  of  milli¬ 
grams  in  each  immediate  container 
thereof,  the  date  on  which  the  latest 
assay  ot  the  batch  was  completed,  the 
batch  mark,  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  chlortetracycline  or.tetra- 
csrcline  hydrochloride  used  in  making 
such  batch  was  completed,  the  quan¬ 
tity  of  each  Ingredient  used  in  mak¬ 
ing  the  solution  included  in  the  packaged 
combination,  and  a  statenrent  that  such 
solution  oonframs  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  In 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  axxl  as¬ 
says  Ihded  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency  and  moisture. 

(ii)  The  solution  after  'Uie  cfalortetra- 
cycline  or  tetracycline  hydrochloride  has 
been  disolved  therein;  potency^ 

(iii)  The  chlortetracycline  or  tetra¬ 
cycline  hi^drochlorlde  used  in  making  the 
batch;  potency,  moisture,  pH,  crystal¬ 
linity,  and  absorptivity  if  .it  is  tetracy¬ 
cline  hydrochloride. 

(3)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurately  representative  sam¬ 
ples  of  the  following: 

(i)  The  batch;  one  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5  packages,  collected  by 
taking  a  single  package  at  such  Intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chlortetracycline  or  tetra¬ 
cycline  hydrochloride  used  in  mining  the 
batch;  10  packages,  each  containing  ap¬ 
proximately  equal  portions  df  not  less 
than  60  mflligrams,  pacdcaged  in  accord¬ 
ance  with  the  requirements  of  8  146c201 

(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  or  when  any  Change  te  made 
in  composition  of  such  solution;  5  pack¬ 
ages  of  the  solution  included  in  the 
combination. 


(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ill)  of  thisparagra];di..and  no 
■ample  referred  to  in  subparagraph  (2) 
Cii)  of  this  pcuragTJiph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $4>00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i), 
(ii) ,  and  (iii)  of  this  section. 

(2)  If  Uie  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  padtages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a 
certificate,  the  cost  of  such  investigation. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shaU  accompany  the 
-request  for  certification  unless  such  lee 
is  covered  by  cm  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 

§  146c.209  Chlortetracycline  dental 
cones  (chlortetracydine  .hydrodilo- 
ride  dental  cones). 

Chlortetracycline  dental  cones  con¬ 
form  to  all  requirements  prescribed  by 
§  146C.203  for  chlortetracycline  troches, 
and  are  subject  to  all  procedures  pre¬ 
scribed  by  8  146C.203  for  chlortetracy¬ 
cline  troches,  except  that  they  may  con¬ 
tain  a  suitable-local  anesthetic. 

§  146c.210  Chlortetracycline  dental 
paste  (ddortetraej^ne  hydrochlo. 
ride  dental  paste). 

Chlortetracycline  dental  paste  con¬ 
forms  to  all  requirements  prescribed  by 
§  146C.202  for  chlortetracycline  oint¬ 
ment,  and  is  subject  to  idl  procedures 
prescribed  by  §  146c.202  for  chlortetra¬ 
cycline  ointment,  except  that: 

(a)  Its  potency  is  not  less  than  30  mil¬ 
ligrams  per  gram. 

(b)  Its  moisture  content  is  not  more 
than  3  percent. 

(c)  It  contains  one  or  more  suitable 
and  harmlem  binders,  and  it  may  contain 
one  or  more  suitable  and  harmless  color¬ 
ings  and  flavorings. 

(d)  It  is  packaged  in  immediate  con¬ 
tainers  of  glass  which  meet  the  tests  for 
tight  containers  as  defined  by  the  U.  S.  P. 

§  14^211  Chlortetracycline  surgical 
powder  (^lortctracyclinc  -hydro¬ 
chloride  surgical  powder) ;  tetracy¬ 
cline  hydrochloride  surgical  powder. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
surgical  powder  and  tetracycline  hydro¬ 
chloride  surgical  powder  are  crystalline 
chlortetracycline  or  crystalline  tetra¬ 
cycline  hydrochloride,  with  or  without 
suitable  and  harmless  diluents,  preserv¬ 
atives,  and  lubricants.  The  content  of 
chlortetracycline  or  tetracycline  hydro¬ 
chloride  is  not  less  than  50  milligrams 
per  gram  of  powder.  It  is  sterile.  Its 
moisture  content  is  not  more  than  2 
percent.*  The  chlortetracycline  used 
conforms  to  the  requirements  of  §  146c.- 
201(a),  except  §  146c.201(a)  (4)  and  (5). 
The  tetracycline  hydrochloride  used  con¬ 
forms  to  the  requirements  of  §  146C.218 


(a),  except  8  146c.218(a)  (4)  and  (5). 
Each  other  substance  used,  if  its  name  is 
reoQgnised  in  the  U.  8.  P.  or  N.  F„  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  \by  such  official  compendium. 

(b)  Packaging,  in  aU  oases  the  im¬ 
mediate  containers  shall  he  tight  con¬ 
tainers  as  defined  by  tiie  TJ.  8.  P.,  8hall 
be  sterile  at  the  time  of -filling  and  dos¬ 
ing,  shall  be  so  sealed  (unless  it  contdns 
inert  gases)  -that  tiie  contents  cannot  be 
used  without  destrosdng  the  seal,  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strengtii,  qual- 
Itir,  or  puritir  thereof  beyemd  any  limit 
therefor  in  applicable  standards,  except 
•that  minor  dianges  so  caused  'tiiatt  are 
normal  and  unavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded  Bach  rich  con¬ 
tainer  may  contain  one  or  more  suitable 
and  harmless  inert  gases. 

(c)  Labeling — (1)  It  is  packaged  for 

dispensing  and  intended  for  use  by  man. 
In  addition  -to  -the  labeling  requirements 
prescribed  by  8  1.106(b)  Of  this  chapter 
'(regifiations  issued  under  section  502(f) 
Of  the  act) ,  each  package  shall  bear  on 
its  outside  wrapper  or  container  and  the 
immediate  container  the  statement  “Ex¬ 
piration  date  _ ,”  the  blank 

being  filled  in  with  the  date  that  Is  60 
months  after  the  month  during  which 
the  batch  was  certified  if  it  is  chlortet- 
TacycUne  hydrochloride  surgical  powder, 
or  with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified  if  it  is  tetracycline  hydro- 
chlciride  surgical  powder,  except  that  if 
1he  person  Who  requests  certification  has 
submitted  to  the  Conunissioner  results 
of  tests  and  assa3rs  that  show  such  drug 
as  prepared  by  him  is  stable  for  36 
months,  48  months,  or  60  months,  such 
date  may  be  used  for  such  drug. 

(2)  It  is  petekaged  for  dispensing  and 
.intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  red- 
eral  law  prohibits  dispensing  without 
prescrlptian,”  each  package  shall  include 
information  cantainmg  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(3)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it 
is  packaged  for  dispensing  and  it  is  in¬ 
tended  solely  for  veterinaiy  use  and  is 
conspicuously  so  labeled,  adequate  di¬ 
rections  and  warnings  for  the  veter¬ 
inary  use  of  such  drug  by  the  laity. 
Such  circular  or  other  labeling  may  also 
bmr  a  statement  that  a  brochure  or 
other  printed  matter  containing  infor¬ 
mation  for  other  veterinary  uses  of  such 
drug  by  a  veterinarian  licensed  by  law 
to  administer  it  will  be  sent  to  such 
veterinarian  on  request. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this 
chapter,  a  person  who  requests  certi¬ 
fication  of  a  batch  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark,  the  number  of  psuikages  of 
each  size  in  such  batch,  the  batch  mark 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
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chlortetracycline  or  tetracycline  hydro¬ 
chloride  used  in  making  such  batch  was 
completed,  the  number  of  milligrams  of 
chlortetracycline  or  tetracycline  hydro¬ 
chloride  in  each  immediate  container, 
the  date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  the  quantity  of  each  ingredient 
used  in  making  the  batch  and  a  state¬ 
ment  that  each  such  ingredient  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assasrs  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency,  sterility, 
moisture. 

(ii)  The  chlortetracycline  or  tetra¬ 
cycline  hydrochloride  used  in  making  the 
batch;  potency,  sterility,  toxicity,  mois¬ 
ture,  pH,  crystallinity,  and  absorptivity 
if  it  is  tetracycline  hydrochloride. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit -in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  5  immediate  containers 
(or  if  it  is  packaged  with  inert  gases,  not 
less  than  7  immediate  containers),  col¬ 
lected  by  taking  single  immediate  con¬ 
tainers  at  such  intervals  throughout  the 
entire  time  of  packaging  the  batch  that 
the  quantities  packaged  during  the  inter¬ 
vals  are  approximately  equal. 

(b)  For  sterility  testing:  10  Immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  Intervals  are  ap¬ 
proximately  equal. 

(ii)  The  chlortetracycline  or  tetra¬ 
cycline  hydrochloride  used  in  making  the 
batch. 

(a)  For  all  tests  except  sterility:  10 
packages  each  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams,  packaged  in  accordance  with  the 
requirements  of  S  146c.201  (b) . 

(b)  For  sterility  testing:  10  immediate 
containers. 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i), 
(ii),  and  (iii)  of  this  section;  $10.00  for 


all  containers  submitted  in  accordance 
with  paragraph  (d)(3)(i)(b)  and  (ii) 
(b>  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  title  requhre- 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  S  146.8 
(d)  of  this  chapter. 

§  146c.212  CMortetracycUne  supposito¬ 
ries  (chlortetracycline  hydrochloride 
suppositories) ;  tetracycline  hydro¬ 
chloride  suppositories. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
suppositories  and  tetracycline  hydro¬ 
chloride  suppositories  are  suppositories 
composed  of  crystalline  chlortetracycline 
or  tetracyline  hydrochloride  in  a  suitable 
and  harmless  base,  with  or  without  one 
or  more  suitable  and  harmless  preserva¬ 
tives.  The  potency  of  each  suppository  is 
not  less  than  100  milligrams,  except  if 
it  is  intended  for  rectal  use  its  potency 
is  not  less  than  50  milligrams.  Its 
moisture  content  is  not  more  than  1  per¬ 
cent.  The  chlortetracycline  used  con¬ 
forms  to  the  requirements  of  §  146C.201 
(a),  except  §  146c.201  (a)  (1).  (2).  (3), 
(4).  and  (5).  but  its  potency  is  not  less 
than  750  micrograms  per  milligram.  The 
tetracycline  hydrochloride  used  con¬ 
forms  to  the  requirements  of  §  146C.218 
(a),  except  S  146c.218  (a)  (2),  (3).  (4). 
and  (5) .  Each  other  substance  used,  if 
its  name  is  recognized  in  the  U.  S.  P.  or 
N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  ofBcial  com¬ 
pendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.,  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  ber 
yond  any  limit  therefor  in  applicable 
standards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 

dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  outside  wrapper  or  container  and  the 
immediate  container  the  statement  “Ex¬ 
piration  date  _ ,”  the  blank 

being  filled  in  with  the  date  that  is  24 
months  after  the  month  during  which 
the  batch  was  certified,  except  that  the 
blank  may  be  filled  in  with  the  date  that 
is  36  months  after  the  month  during 
which  the  batch  was  certified  if  the  per¬ 
son  who  requests  certification  has  sub¬ 
mitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time, 
such  drug  as  prepared  by  him  complies 
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with  the  standards  prescribed  by  para¬ 
graph  (a)  of  this  section. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  packs^e  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(3)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it 
is  packaged  for  dispensing  and  it  is  in-p 
tended  solely  for  veterinary  use  and  is 
conspicuously  so  labeled,  adequate  direc¬ 
tions  and  warnings  for  the  veterinary 
use  of  such  drug  by  the  laity.  Such  cir¬ 
cular  or  other  labeling  may  also  bear 
a  statement  that  a  brochure  or  other 
printed  matter  containing  information 
for  other  veterinary  uses  of  such  drug  by 
a  veterinarian  licensed  by  law  to  admin¬ 
ister  it  will  be  sent  to  such  veterinarian 
on  request. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  with  his  re¬ 
quest  a  statement  showing  the  batch 
mark,  the  number  of  packages  of 
each  size  in  such  batch,  the  batch 
mark  and  (unless  it  was  previously  sub¬ 
mitted)  the  date  on  which  the  latest 
assay  of  the  chlortetracycline  or  tetra¬ 
cycline  hydrochloride  used  in  making 
such  batch  was  completed,  the  number 
of  milligrams  of  chlortetracycline  or 
tetracycline  hydrochloride  in  each  sup¬ 
pository.  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  and  a 
statement  that  each  such  ingredient  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  average  potency  per 
suppository  and  moisture. 

(ii)  The  chlortetracycline  or  tetracy¬ 
cline  hydrochloride  used  in  making  the 
batch;  potency,  moisture,  pH.  crystal¬ 
linity,  and  absorptivity  if  it  is  tetra¬ 
cycline  hydrochloride. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represen¬ 
tative  samples  of  the  follow^: 

(i)  The  batch:  one  suppository  for 
each  5,000  suppositories  in  the  batch,  but 
in  no  case  less  than  30  suppositories,  col¬ 
lected  by  tsdUng  single  suppositories  at 
such  intervals  throughout  the  entire  time 
the  suppositories  are  being  made  that  the 
quantities  made  dining  the  intervals  are 
approximately  equal. 

(ii)  The  chlortetracycline  or  tetracy¬ 
cline  hydrochloride  used  in  making  the 
batch;  10  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
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60  miUgnons.  packaged  in  accord¬ 
ance  with  f  146C.201  (b) . 

Uii)  In  oaae  of  an  initial  request  for 
certifioatkm,  each  other  ingredient  lued 
in  making  hatch;  one  package  c( 
each  containing  approximately  5  grams. 

(t)  19o  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  nf  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  sutih 
result  or  scunple  has  been  previously 
submitted. 

(e>  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
\mder  the  regulations  in  this  part  shall 
be: 

(1)  $0.75  for  each  suppository  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  of  this  section; 
$4.00  for  each  package  in  the  samples 
submitted  in  accordance  with  paragraph 
<d)  (3)  (ii)  and  (ill)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  su^  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
f  146.3  of  this  chapter  for  the  issuance 
of  a  certificate  the  cost  of  such  investi¬ 
gations. 

The  fee  prescribed,  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146c.213  -Chlortetracycline  gauze 
packing  (i4ilortetnicyclme  hydro¬ 
chloride  gauze  packing). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
gauze  packing  is  absorbent  gauze  that  is 
impregnated  with  crystalline  chlortetra¬ 
cycline.  Its  content  of  chlortetracycline 
is  not  less  than  4  milligrams  per  gram 
and  not  less  than  1.0  milligram  per  linear 
foot  of  gauze.  It  is  sterile.  Its  moisture 
content  is  not  more  than  5  percent.  The 
chlortetracycline  used  conforms  to  the 
standards  prescribed  therefor  by  S  146c.- 
201(a),  except  subparagraphs  (2).  (4), 
and  (5)  of  that  paragraph.  The  absorb¬ 
ent  gauze  used  conforms  to  the  standards 
prescribed  therefor  by  the  UJ3P. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P..  shall  be 
so  sealed  that  the  contents  cannot  be 
used  without  destroying  the  seal,  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
which  are  normal  and  unavoidable  in 
good  packaging,  storage,  and  distribution 
practice  shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  'by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 


that  is  36  months  after  ttie  monthdnring 
which  Uie  batch  was  certified. 

(ii)  On  the  Immediate  jcontainer,  ;the 
statement  “Sterility  xoumot  t>e  guaran¬ 
teed  Jf  the  pacdcage  bears  evidenoe  of 
damage  or  has  been  previously  opened.*' 

(2)  It  is  packaged  for  dispensing  and 
intended  solekf  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  idl 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  reque^  certification  of 
a  batch  of  chlortetracycline  gauze  pack¬ 
ing  shali  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark,  the  num¬ 
ber  of  packages  of  each  size  in  such  batch, 
the  batch  maiic  and  (unless  it  was  previ¬ 
ously  submitted)  the  date  on  which  the 
latest  assay  of  the  chlortetracycline  used 
in  making  such  batch  was  completed,  the 
potency  of  each  gram  and  of  each  linear 
foot  of  the  gauze  packing,  the  date  on 
which  the  latest  assay  of  the  batch  was 
completed,  and  a  statement  that  the  ab¬ 
sorbent  gauze  used  in  making  the  batch 
conforms  to  the  requirements  prescribed 
therefor  by  this  section.  ’ 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of : 

(i)  The  batch;  average  potency  per 
gram  and  per  linear  foot  of  the  gauze 
packing,  sterility,  and  average  moisture. 

(ii)  The  chlortetracycline  used  in 
making  the  batch;  potency,  toxicity, 
moisture,  and  pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  follow^; 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  one 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  base  less  than  5  pack¬ 
ages. 

(b)  For  sterility  testing:  10  packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chlortetracycline  used  in 
making  the  batch;  ten  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams,  packaged 
in  accordance  with  the  requirements  of 
§  146C.201  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  one  package  consisting  of 
approximately  5  linear  yards,  or  the 
equivalent,  of  the  absorbent  gauze  used. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (U)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 


(li)  of  tills  paragraph,  is  required  if  such 
result  or  juunple  has  been  previoui^ 
submitted. 

vCe)  Fees.  S!he  tee  tor  the  services 
xendeored  with  respect  to  each  batch  un- 
(der  Ihe  r^rulations  in  this  part  whaii  he: 

CD  $4,00  for  eabh  pacdmge  in  the  sam¬ 
ples  submitted  In  accordance  with  .para¬ 
graph  (d)  (3)  U)  (a),  di),  and  Ciii)  of 
■this  section;  $10.00  for  all  containers 
submitted  in  aocordanoe  with  paragraph 

(d)  (3)  (i)  (b)  of  this  section. 

C2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  chlortetrac3rcline  gauze 
packing  and  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.8 
of  this  chapter  for  the  tuuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  ^  146.8  (d) 
of  this  chapter. 

§  146c.214  Cklorletracyclme  dre«'«ing 
(chlortetracycline  hy<drechloride 
dressing). 

(a)  Standards'  of  identity,  strength, 

quality,  and  purity.  Chlortetracycline 
dressing  is  absorbent  gauze  impregnated 
with  chlortetracy(5Iine  ointment.  Each 
square  inch  of  such  dressing  shall  contain 
not  less  than  2  milligrams  of  chlortetra¬ 
cycline.  It  is  sterile.  Its  moisture  con¬ 
tent  is  not  more  than  5  percent.  The 
chlortetracycline  ointment  used  con¬ 
forms  to  the  st£uidards  prescribed  for 
chlortetracycline  ointment  by  1 14Bc.202 
(a),  except  that  its  potency  is  not  less 
than  20  milligrams  per  gram.  The  cd>- 
sorbent  gauze  used  conforms  to  the 
standards  prescribed  therefor  by  the 
U.SP.  ' 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  for  each  chlortetra¬ 
cycline  dressing  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.H.  P.  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  Addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated.  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  24  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified. 

Cii)  On  the  immediate  container,  the 
statement  "Sterility  cannot  be  guaran¬ 
teed  if  package  bears  evidence  of  damage 
or  has  been  previously  opened.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara- 
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graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  pi:4>hibits  dispensing  without 
prescription,*'  each  package  shall  include 
information  contahiing  directions  axxd 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Reouest  for  oertification:  aamples. 

(1)  In  addition  to  complsring  with  the 
requirements  of  S  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifica¬ 
tion  of  a  batch  of  chlortetracycline 
dressinis  shall  submit  with  Ms  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size 
in  such  batch,  the  batch  mark  and 
(unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
cMortetraeycline  used  in  making  such 
batch  was  eomideted.  the  number  of 
grams  of  chlortetracycline  ointment  con¬ 
tained  in  each  dressing  of  the  batch  and 
its  potency  per  gram,  the  quantity  of 
each  ingredient  used  in  making  the 
batch,  the  date  on  wMch  the  latest  assay 
of  the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
ingredient  used  in  making  the  batch 
conforms  to  the  requirements  prescribed 
therefor  by  this  section.  ‘ 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  Ms  request  results  of  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of : 

(i)  The  batch;  average  potency  of 
cMortetraeycline  per  dressing,  sterility,' 
and  average  moisture. 

(ii)  The  chlortetracycline  used  in 
making  the  batch;  potency,  toxicity, 
moisture,  and  pH, 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  bajtch: 

(a)  For  all*  tests  except  sterility;  one 
dressing  for  each  5.(W0  dressings  in  the 
batch,  but  in  no  case  less  than  5  dress¬ 
ings. 

(b)  For  sterility  testing;  10  dressings. 

Such  samples  i^all  be  collected  by  taking 
single  dres^ngs  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batdi  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chlortetrsu:ycline  used  in 
making  the  batch;  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams,  peukaged 
in  accordance  with  the  requirensnts  of 
§  146C.201  <b). 

(iii)  In  case  of  an  initial  request  for 
certification,  one  package  consisting  of 
approximate  five  linear  yards,  or  the 
equivalents  of  the  absorbent  gauze  used. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  -(ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 
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(1)  $4.00  for  each  immediate  cem- 
tainer  in  the  samMes  submUted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (1) 

(a)  ,  (ii) ,  and  (iiD  of  this  section;  $10.00 
for  all  immediate  containers  submitted 
in  accordance  with  paragraph  (dXS)  (i) 

(b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  dressings  and  packages  are 
necessary  to  determine  whether  or  not 
such  batcib  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,- the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146c.215  Chlortetracycline  with  vaso¬ 
constrictor  (chlortetracycline  hydro¬ 
chloride  with  vasoconstrictor) ;  dilor- 

tctracycline  with _ _  _  (chlortetra- 

i^cline  hydrochloride  with _ ) 

(the  Uank  being  fiUed  in  with  the 
cominao  mr  nnud  nanae  of  the  vaso¬ 
constrictor). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
with  vasoconstrictor  is  a  dry  mixture  of 
crystalline  chlortetracycline  and  a  suit¬ 
able  vasoconstrictor,  with  or  without 
suitable  and  harmless  diluents,  preserva¬ 
tives.  coloiings.  and  flavorings,  or  it  is 
a  packaged  combination  of.one  immedi¬ 
ate  container  of  crystalline  cMortetra- 
csmline  with  or  without  suitable  and 
harmless  dihients,  preservatives,  color¬ 
ings,  and  flavorings  and  one  immediate 
container  of  a  solution  of  a  suitable  vas¬ 
oconstrictor.  The  cMortetraeycline  is 
of  such  quantity  that  when  dissolved  as 
directed  the  potency  of  such  solution  is 
not  less  than  1  milligram  per  milliliter 
and  maintains  its  labeled  potency  sdter 
it  has  been  kept  for  4  dasrs  in  a  refrig¬ 
erator.  Such  solution  has  a  pH  of  not 
less  than  2.75  and  not  more  than  3.3. 
The  moisture  content  of  the  dry  mixture 
is  not  more  than.  5.0  percent.  The 
cMortetraeycline  used  conforms  to  the 
requirements  of  i  146c.20l  (a) ,  except 
su^aragraphs  (2),  (4).  and  (5)  of  that 
paragraph.  Each  other  substance  used, 
if  its  name  is  recognized  -in  the  U.  S.  P. 
or  N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  ccan- 
pendium. 

(b)  Packaging.  Each  immediate  con¬ 
tainer  shall  be  a  tight  container  as  de¬ 
fined  by  the  U.  S.  P.,  and  shall  be  of 
such  composition  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  thm- 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  which  are  nor¬ 
mal  and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  qnd  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued,  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 


(1)  On  the  out^de  wrapper  or  con¬ 

tainer  and  the  immediate  container  of 
cMortettacycline,  the  statement  "Expi¬ 
ration  date _ the  blank  being 

filled  in  with  the  date  that  is  36  months 
after  the  month  during  which  the  batch 
was  certified. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer  and  on  the  immediate  container 
of  the  solution  in  the  packaged  combina¬ 
tion.  a  statement  giving  the  method  of 
dissolving  the  chlortetracycline. 

(iii)  On  the  outside  wrapper  or  con¬ 
tainer  and  on  the  immediate  container 
in  wMch  the  finished  drug  is  prepared 
for  use,  the  conditions  under  which  the 
solution  shoidd  be  stored,  including  a 
reference  to  its  instability  when  stored 
under  other  conditions,  and  the  state¬ 
ment  "The  solution  may  be  kept  in  a 
refrigerator  for  4  days  without  signifi¬ 
cant  loss  of  potency." 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  ah 
the  requirements  prescribed  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  "Caution:  Fed¬ 
eral  law  proMbits  dispensing  without 
prescription,"  each  package  shall  laohide 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Request  for  certification:  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  S  146h  of  this  chap¬ 
ter,  a  persem  who  requests  certi¬ 
fication  of  a  batcdi  of  cMortetracyoUne 
with  vasoconstrictor  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark,  the  number  of  padcages 
of  each  size  in  such  batch,  the 
number  of  milligrams  of  cMortetra- 
C3rcline  in  such  immediate  container,  and 
(unless  it  was  previously  submitted)  the 
date  on  wMch  the  latest  assay  of  the 
cMortetraeycline  used  in  making  such 
batch  was  completed,  the  quantity  of 
esMh  ingredient  used  in  making  the 
batch,  the  quantity  of  each  ingredient 
used  in  making  the  solution  included  in 
the  packaged  combination,  and  a  state¬ 
ment  that  such  solution  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  Ms  request  results  of  the  tests  and 
assa3rs  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  potency  and  average 
moisture. 

(ii)  The  chlortetracycline  used  in 
making  the  batdh;  potency,  toxicity, 
moisture.  pH,  and  crystallinity. 

(3)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here- 
infidter  indicated,  accurately  representa¬ 
tive  samples  of  the  foUowing: 

(i)  The  batch;  one  immeMate  con¬ 
tainer  for  each  5,000  Immediate  contain- . 
ers  in  the  batch,  but  in  no  case  less  than 
5  immediate  containers,  collected  by 
taking  single  immediate  containers  at 
such  intervals  throughout  the  entire 
time  of  packaging  the  batch  that  the 
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quantities  packaged  during  the  intervals 
are  approximately  equaL 

(ii)  The  chlortetnM^cline  used  In 
making  the  batch;  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams,  packaged 
in  accordance  with  the  requirements  of 
§  146C.201  (b). 

(ili)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
certification  of  the  packaged  combina¬ 
tion  of  chlortetracycline  with  va^on- 
strictor,  or  when  any  change  is  made  in 
the  composition  of  such  solution;  five 
packages  of  the  solution  included  in  the 
combination. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (il)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(li)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  tm- 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph  (d) 
(3)  (i),  (ii),  (iil),  and  (iv)  of  this  sec¬ 
tion. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146c.216  Tetracycline  hydrochloride* 
oleandomycin  ointment. 

Tetracycline  hydrochloride-oleando¬ 
mycin  ointment  conforms  to  all  require¬ 
ments  and  is  subject  to  all  procedures 
prescribed  by  S  146c.202  for  tetracycline 
hydrochloride  ointment,  except  that: 

(a)  Each  gram  contains  not  less  than 
3.33  milligrams  of  tetracycline  hydro¬ 
chloride  and  not  less  than  1.67  milli¬ 
grams  of  oleandomycin  as  the  base  or  as 
the  phosphate  salt.  ITie  crystalline  ole¬ 
andomycin  base  used  is  produced  by  the 
growth  of  Streptomyces  antibioticus;  its 
potency  is  not  less  than  850  /«.  per  milli¬ 
gram;  it  is  nontoxic;  its  moisture  content 
is  not  more  than  5.0  percent;  its  pH  in 
an  aqueous  suspension  containing  100 
milligrams  per  milliliter  is  not  less  than 
9.0  and  not  more  than  10.5.  The  crystal¬ 
line  oleandomycin  phosphate  used  con¬ 
forms  to  the  standards  prescribed  by 
8  146C.2S1  (a)  (1). 

(b)  In  no  case  shall  the  drug  be  ex¬ 
empt  from  the  labeling  requirements 
prescribed  by  8  1.106(b)  of  this  chapter 
'  (regulations  issued  under  section  502(f) 

of  the  act),  if  it  is  intended  for  use  by 
man. 

(c)  In  addition  to  comparing  with  the 
requirements  of  8  146c.202  (d) ,  a  person 
who  requests  certification  of  a  batch  shall 


sulxnlt  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  pre¬ 
viously  submitted)  the  results  and  the 
date  of  the  latest  tests  and  assays  of  the 
oleandomycin  base  or  oleandomycin 
phosphate  used  in  making  the  batch  for 
potency,  toxicity,  moisture.  pH,  and 
crystallinity.  He  shall  also  submit  in 
connection  with  his  request  a  sample 
consisting  of  not  less  than  6  packages  of 
such  ointment  and  (unless  previously 
submitted)  a  sample  consisting  of  10 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  300  milli¬ 
grams  of  the  oleandomycin  used  in  mak¬ 
ing  the  batch. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (c)  (3)  of  this  section  shall 
be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  of  the  ointment. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  oleandomycin. 

§  146c.217  Chlortetracycline  calcium 
syrup  (chlortetracycline  calcium  oral 
drops) ;  tetracycline  syrup  (tetracy¬ 
cline  oral  drops) ;  tetracycline  mag¬ 
nesium  syrup  (tetracycline  magnesi¬ 
um  oral  drops). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
calcium  syrup,  tetracycline  S3n*up,  and 
tetracycline  magnesium  ssrrup  are  S3niips 
that  contain  chlortetracsrcline  calcium 
prepared  from  crystalline  chlortetra¬ 
cycline  hydrochloride,  tetracycline,  or 
tetracycline  magnesium  prepared  from 
tetracycline  or  tetracycline  hydrochlo¬ 
ride  with  or  without  one  or  more  suitable 
sulfonamides,  analgesic  substances, 
antihistaminics,  caffeine,  glucosamine 
hydrochloride.  N-acetylglucosamine,  and 
one  or  more  suitable  and  harmless  buffer 
substances,  suspendii^  and  stabilizing 
agents,  and  preservatives,  suspended  in  a 
suitable  and  harmless  vehicle.  Each 
milliliter  shall  contain  a  quantity  of 
chlortetracycline  calcium  or  tetracycline 
or  tetracycline  magnesium  equivalent  to 
not  less  than  25  milligrams  of  chlortet¬ 
racycline  hydrochloride  or  tetracycline 
l^drochloride.  The  pH  is  not  less  chan 

6.5  nor  more  than  9.0,  except  if  it  is 
tetracycline  sjmip  the  pH  is  not  less  than 

3.5  nor  more  than  6.0,  except  if  it  con¬ 
tains  N-acetylglucosamine  the  pH  is  not 
less  than  5.0  and  not  more  than  7.5. 
The  crystalline  chlortetracycline  hydro¬ 
chloride  used  conforms  to  the  require¬ 
ments  of  8  146c.201(a) ,  except  8  146C.201 
(a)  (2),  (4),  and  (5).  The  crystalline 
tetracycline  used  conforms  to  the  re¬ 
quirements  of  8  146C.220.  The  tetracy¬ 
cline  hydrochloride  used  conforms  to  the 
requirements  of  8 146c.218(a)  except 
8146c.218(a)  (2).  (4).  and  (5).  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.SP.  or  NP.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 


normal  and  unavoidable  in  good  pack¬ 
aging.  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  8  1.106(b)  of  this  chap¬ 
ter  (regulations  issued  under  section 
502(f)  of  the  act),  each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  12  months  after  the  month  during 
which  the  batch  was  certified,  except 
the  blank  may  be  filled  in  with  the  date 
that  is  18  months,  24  months,  36  months, 
or  48  months  after  the  month  during 
which  the  batch  was  certified  if  the 
person  who  requests  certification  has 
.submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section. 

(ii)  If  it  contains,  in  addition  to 
chlortetracycline  calcium,  tetracycline, 
or  tetracycline  magnesium,  one  or  more 
of  the  other  active  ingredients  specified 
in  paragraph  (a)  of  this  section,  after 
the  name  “chlortetracycline  calcium 
syrup”  or  “tetracycline  S3n1ip”  or 
“tetracycline  magnesium  ssoup,”  wher¬ 
ever  it  appears,  the  words  “with 

- (tile  blank  being  filled  in  with 

the  common  or  usual  name  of  such  other 
ingredient) ,”  in  juxtaposition  with  such 
name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
.the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complsdng  with  the 
requirements  of  8  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  In  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  chlortetracycline 
hydrochloride  or  tetracycline  or  tetra¬ 
cycline  hydrochloride  used  in  making 
such  batch  was  completed,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  and  a  statement  that  each 
such  ingredient  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Average  potency  per 
milliliter,  pH,  and  toxicity  if  it  is 
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chlortetracydlne  caldum  syrup  or  tetra¬ 
cycline  magnesium  syrup. 

(ii)  The  ^ortetracyeUne  hydrochlo¬ 
ride  or  telxacy^ne  er  letxacs'cUne  hy- 
drochlDiide  used  in  -making  the  t)atoh; 
potency,  toxicity,  moisture^  i^,  crystal¬ 
linity,  and  absoiptivity  if  it  is  tetracy¬ 
cline  or  tetracycline  hydrochloride. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch;  one  package  tor  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5  package,  collected  by 
taking  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  ttiat  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chlortetracycline  hydrochlo¬ 
ride  or  tetracycline  or  tetracycline  hy¬ 
drochloride  used  in  making  the  batch; 
10  packages  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
60  milligrams,  packaged  in  accordance 
with  the  requirements  of  §  146c.201(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  tills  paragraidi.  is  required 
if  such  resTfit  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  tee  tor  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  ^xall  be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  <d)  (3)  (i),  (ii),  and  (iii)  of 
this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina- 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  investi¬ 
gations. 

The  fee  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  §  146.8 
(d)  of  this  chapter. 

§  146c.218  Tetracycline  hydrochloride. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Tetracycline  hy¬ 
drochloride  is  the  crystalline  hydro¬ 
chloride  salt  of  the  deschloro  deriva¬ 
tive  of  a  kind  of  chlortetracycline  or 
a  mixture  of  two  or  more  such  salts, 
with  or  without  one  or  more  suitable  and 
harmless  stabilizing  agents.  It  Is  so 
purified  and  dried  that: 

(1)  Its  potency,  and  the  potency  of 
the  tetracycline  hydrochloride  used  in 
the  manufacture  of  tetrac3rcline  hydro¬ 
chloride  intended  for  use  by  injection,  is 
not  less  than  600  micrograms  per  milli¬ 
gram. 

(2)  It  is  sterile. 

(3)  It  is  nontoxic. 

(4)  It  is  nonpyrogenic. 


(5)  It  contains  no  histamine  nor  his¬ 
tamine-like  substance. 

(6)  Its  moisture  content  is  not  more 
than  2  percent. 

(7)  Its  pH  in  an  aqueous  solution 
containing  10  milligrams  per  milliliter 
is  not  less  than  1.8  and  not  mere  than 
2.8,  except  if  it  is  intended  for  use  by 
injection  its  pH  is  not  less  than  2.0  and  • 
not  more  than  3.0. 

(8)  Its  absorptivity  and  the  absorp¬ 
tivity  of  the  tetracycline  hydrochloride 
used  in  the  manufacture  of  tetracycline 
hydrochloride  intended  for  use  by  in¬ 
jection  is  100 ±4  percent  of  the  tetracy¬ 
cline  hydroch^ride  working  standard 
similarly  treated  and  both  calculated  on 
the  anhydrous  basis. 

(b)  Packaging;  labeling;  request  for 
certification,  check  tests  and  assays, 
samples;  fees.  Tetracycline  hydrochlo¬ 
ride  conforms  to  all  requirements  and 
procedures  prescribed  for  chlortetra¬ 
cycline  hydrochloride  by  §  146C.201  (b). 

(c),  (d),  and  (e),  except  that: 

(1)  It  shall  be  labeled  with  an  ex¬ 
piration  date  that  is  36  months  after  the 
month  during  which  the  batch  was 
certified,  except  tiiat  it  may  be  labeled 
with  the  date  that  is  48  months  or  60 
months  after  the  month  during  udilch 
the  batch  was  certified  tf  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  'tests  and 
assays  showing  that  after  having  been 
stored  for  such  period  of  time  such  drug 
as  prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(2)  The  person  who  requests  certi¬ 
fication  of  a  batch  of  tetracycline  hy¬ 
drochloride  that  contains  stabilizing 
agents  and  is  Intended  for  use  by  injec¬ 
tion  shall  submit  with  his  request  (im- 
less  they  were  previously  submitted)  the 
results  of  the  latest  tests  and  assays 
made  on  the  batch  of  the  tetracycline 
hydrochloride  used  in  making  jsuch 
batch  lor  potency  and  absorptivity  and 
a  sample  consisting  of  two  packages 
each  containing  approximately  500  milli¬ 
grams  of  the  tetracycline  hydrochloride 
used  in  making  such  batch  for  potency 
and  absorptivity. 

(3)  Tbe  fee  for  tiie  services  rendered 
with  respect  to  each  immediate  container 
of  the  tetracycline  hydrochloride  used  in 
the  manufacture  of  a  batch  of  tetra¬ 
cycline  hydrochloride  intended  for  use 
by  injection  submitted  in  accordance 
with  the  requirements  prescribed  there¬ 
for  by  subparagraph  (2)  of  this  para¬ 
graph  shall  be  $4.00. 

§  146c.219  Crude  chlortetracycline  oral 
veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Crude  chlortetra¬ 
cycline  oral  veterinary  is  crude  chlor¬ 
tetracycline  with  suitable  and  harmless 
diluents,  buffer  substances,  and  suspend¬ 
ing  or  dispersing  agents.  It  contains  not 
less  than  2  grams  of  chlortetracycline 
activity  per  pound.  Its  moisture  content 
is  not  more  than  6  percent. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  well-closed 
container  as  defined  by  the  U.  S.  P.  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 


ity,  or  purity  of  the  cooteDte  beyond  any 
limit  therefor  in  applicaUe  atandards, 
except  that  miner  chaises  so  caused 
that  axe  normal  and  unavoidable  in  good 
packaging,  storage,  and  distribution 
practice  shall  be  disregardecL  Eadi 
such  container  frtiaU  contain  not  more 
than  100  pounds. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  cemtainer: 

(1)  The  batch  mark. 

(ii)  The  number  of  grams  of  chlor¬ 
tetracycline  in  each  pound  of  the  batch. 

(iM)  The  statement  ''For  oral  veteri¬ 
nary  use  only.” 

(iv)  The  statement  “Expiration  date 

- ,”  the  blank  being  filled  in  with 

the  date  which  is  24  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  tiae  padcage.  ade¬ 
quate  directions  and  warnings  the 
use  of  such  drug  by  the  laity.  Such  cir- 
icular  or  other  labeling  may  also  bear  a 
statement  that  a  brochure  or  other 
printed  matter  containing  information 
for  other  veterinary  \ises  of  sudi  drug 
by  a  veterinarian  licensed  by  law  to  ad¬ 
minister  it  will  be  sent  to  such  veteri¬ 
narian  on  request. 

(d)  Request  for  certification;  sampla. 
(1)  In  addition  to  complying  witii 

146.2  of  this  chapter,  a  person  who 
requests  certificatiem  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number 
of  packages  of  each  size  in  such  batch, 
the  number  of  grams  dfiortetracy- 
cline  in  each  poimd  of  the  batch,  and 
the  quantity  of  each  other  ingredient 
used  in  making  the  batch,  and  the  date 
on  which  the  latest  assay  of  the  batch 
was  completed.  Such  request  shall  be  ac¬ 
companied  or  followed  by  the  results  of 
tests  and  assays  made  by  him  on  the 
batdi  for  average  potency  and  average 
moisture. 

(2)  Such  person  shall  submit  in  con¬ 
nection  with  his  request  a  sample  of  the 
batch  consisting  of  1  ounce  for  each 
3,000  pouxKis  in  theM>atdi,  but  in  no  case 
less  than  five  1 -ounce  portions,  collected 
by  Udeing  single  1-ounoe  portions  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sanmle  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  tMs 
section. 

(2)  If  the  Contmlssjoner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  drug  are  xteoeasaiy  to  de¬ 
termine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  ^lall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main- 
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tained  In  accordance  with  §  146.8  (d)  oi 
this  chapter. 

(f)  Exemption  of  crude  chlortetracy- 
line  oral  veterinary  from  certification. 
Grade  chlortetracycline  oral  veterinary 
that  conforms  to  the  requirements  of 
paragraphs  (a)  (except  that  it  may  con¬ 
tain  one  or  more  essential  vitamin  and 
mineral  substances  for  nutritive  pur¬ 
poses)  ,  (b) ,  and  (c)  of  this  section  shall 
be  exempt  from  the  requirements  of  sec¬ 
tions  502  (1)  and  507  of  the  act,  if  it 
complies  with  all  the  following  condi¬ 
tions: 

(1)  If  it  contains  added  vitamins  or 
minerals,  its  label  bears  the  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substances  are 
present  only  for  furnishing  additional 
vitamins  and  minerals  while  animals 
are  eating  less  feed. 

(2)  The  label  bears  an  expiration  date 
that  is  not  more  than  12  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(3)  The  label  bears  a  statement  that 
solutions  prepared  with  the  drug  are 
stable  for  not  more  than  24  hours. 

(4)  The  circular,  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotic  is 
Intended  for  the  prevention  or  treatment 
of  the  following  conditions,  and  further, 
bears  directions  and  warnings  adequate 
for  such  use: 

(i)  Bacterial  enteritis  in  swine. 

(ii)  Bacterial  pneumonia  in  swine. 

(iii)  Chronic  respiratory  disease  (air- 
sac  infection),  hexamitiasis,  blue  comb 
(mud  fever,  nonspecific  infectious  enter¬ 
itis)  in  poultry. 

(iv)  Infectious  sinusitis  in  poultry. 

(V)  Synovitis  in  poultry. 

(vi)  Bacterial  pneumonia  in  calves. 

(vU)  Shipping  fever  (hemorrhagic 
septicemia)  in  calves. 

§  146c.220  Tetracycline. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Tetracycline  is  the 
hydrated  or  anhydrous  crystalline  com¬ 
pound  of  the  deschloro  derivative  of  a 
kind  of  chlortetracycline,  or  a  mixture 
of  two  or  more  such  compounds.  It  is 
so  purified  that: 

(1)  Its  potency  is  not  less  than  975 
micrograms  per  milligram  on  the  anhy¬ 
drous  basis. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  13  percent. 

(4)  Its  pH  in  an  aqueous  suspension 
prepared  by  adding  10  milligrams  per 
milliliter  is  not  less  than  3.0  and  not  more 
than  7.0. 

(5)  Its  absorptivity  at  380  m^,  calcu¬ 

lated  on  the  anhydrous  basis,  is 
108.2±3.75  percent  of  the  tetracycline 
hydrochloride  working  standard  treated 
as  described  in  §  141c.218(e)  and  calcu¬ 
lated  on  the  anhydrous  basis.  , 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limits  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
that  are  normal  and  unavoidable  in  good 


packaging,  storage,  and  distribution 
practice  shall  be  disregarded. 

(c)  Labeling.  Ettch  package  of  tetra¬ 
cycline  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer,  as  hereinafter  indicated,  the  fol¬ 
lowing: 

(1)  The  batch  mark. 

(2)  The  number  of  micrograms  of 
tetracycline  per  milligram  expressed  in 
terms  of  its  equivalency  of  tetracycline 
hsrdrochloride,  and  the  total  number  of 
grams  in  the  immediate  container. 

(3)  The  statement  '‘Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  which  is  36  months  after 
the  month  during  which  it  was  certified. 

(4)  The  statement  “For  use  only  in 
the  manufacture  of  nonparenteral 
drugs.” 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  ad¬ 
dition  to  comping  with  the  require¬ 
ments  of  5  146.2  of  this  chapter,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a.  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  the  batch,  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  the  batch  was  com¬ 
pleted.  Such  request  shall  be  accom¬ 
panied  or  followed  by  the  results  of  tests 
and  assays  made  by  him  on  the  batch  for 
potency,  toxicity,  moisture,  pH,  crystal¬ 
linity,  and  absorptivity. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch  consisting  of  10 
packages,  each  containing  approximately 
60  milligrams  taken  from  a  different  part 
of  such  batch  and  each  packaged  in  ac¬ 
cordance  with  the  requirements  of  para¬ 
graph  (b)  of  this  section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  tetracycline  is  to  be  used,  the 
manufacturer  of  the  batch  that  is  to  be 
so  used  may  request  the  Commissioner 
to  make  check  tests  and  assays  on  a 
sample  of  such  batch  taken  as  prescribed 
by  subparagraph  (2)  of  this  paragraph. 
From  the  information  required  by  sub- 
paragraph  (1)  of  this  paragraph  may  be 
omitted  results  of  tests  and  assays  not 
required  for  the  batch  when  used  in  such 
other  drug.  The  Commissioner  shall  re¬ 
port  to  such  manufacturer  the.  results  of 
such  check  tests  and  assays  as  are  so 
requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
imder  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  inunediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  and 
(3)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  §uch  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 


The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146c.221  Tetracycline  hydrochloride 
for  intramuscular  use;  tetracycline 
phosphate  complex  for  intramuscular 
use. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Tetracycline  hydro¬ 
chloride  or  tetracycline  phosphate  com¬ 
plex  for  intramuscular  use  is  a  dry  mix¬ 
ture  of  tetracycline  hydrochloride  or 
tetracycline  phosphate  complex,  mag¬ 
nesium  chloride  or  magnesium  ascorbate 
and  one  or  more  suitable  buffer  sub¬ 
stances,  wiUi  or  without  one  or  more 
suitable  preservatives  and  anesthetic 
agents,  and  with  or  without  one  or  more 
suitable  and  harmless  vitamin  sub¬ 
stances.  It  is  sterile.  It  is  nonpyro- 
genic.  Its  moisture  content  is  not 
more  than  5  percent.  Its  pH  in  an 
aqueous  solution  containing  10  milli¬ 
grams  per  milliliter  is  not  less  than  2.0 
and  not  more  than  3.0.  The  tetracycline 
hydrochloride  used  conforms  to  the  re¬ 
quirements  of  S  146C.218  (a) .  The  tetra¬ 
cycline  phosphate  complex  used  con¬ 
forms  to  the  requirements  of  §  146c.232 
(a)  and  it  contains  no  histamine  or 
histamine-like  substance.  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  U.  S.  P.  or  N.  P.,  conforms,  to  the 
standards  prescribed  therelor  by  such 
ofBcial  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destroying  the 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  tliat  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded.  The  immediate  containers  shall 
be  of  colorless  transparent  glass,  closed 
by  a  i^bstance  through  which  a  hypo¬ 
dermic  needle  may  be  introduced  and 
withdrawn  without  removing  the  closure 
or  destroying  its  effectiveness.  Each 
such  container  shall  contain  not  less 
than  the  equivalent  of  100  milligrams  of 
tetracycline  hydrochloride,  and  each 
may  be  packaged  in  combination  with  a 
container  of  a  suitable  and  harmless 
diluent. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act),  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ 

the  blank  being  filled  in  with  the  date 
that  is  24  months  (if  it  contains  tetra¬ 
cycline  phosphate  complex)  or  36  months 
(if  it  contains  tetracycline  hydrochlo¬ 
ride)  after  the  month  during  which  the 
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batch  was  certified,  except  that  the  blank 
may  be  filled  in  with  the  date  that  is  48 
months  or  60  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
with  the  standards  prescribed  by  para¬ 
graph  (a)  of  this  section,  and  except  that 
the  blank  is  filled  in  with  the  date  that  is 
12  months  after  the  month  during  which 
the  batch  was  certified  if  it  contains  one 
or  more  vitamin  substances. 

(ii)  If  it  contains  one  or  more  vitamin 

substances,  after  the  name  ‘‘tetracycline 
hydrochloride  for  intramuscular  use”  or 
“tetracycline  phosphate  complex  for  in¬ 
tramuscular  use,”  the  words  “with  vita¬ 
min  _ ”  (the  blank  being  filled 

in  with  the  name  of  the  vitamin  ingredi¬ 
ent  used) ,  or  “with  vitamins”  (if  it  con¬ 
tains  more  than  one  vitamin  ingredient) , 
in  juxtaposition  with  such  name. 

(iii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  a 
statement  of  the  conditions  under  which 
solutions  prepared  from  the  drug  should 
be  stored  and  the  statement  “Sterile 
solutions  may  be  stored  at  room  tempera¬ 
ture  for  24  hours  without  significant  loss 
of  potency,”  except  that  if  it  contains  one 
or  more  vitamin  substances  it  shall  bear 
the  statement  “Inject  immediately  after 
the  solution  is  prepared  from  the  drug.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  tetracycline 
hydrochloride  or  tetracycline  phosphate 
complex  used  in  making  such  batch  was 
completed,  the  equivalent  number  of  mil¬ 
ligrams  of  tetracycline  hydrochloride  in 
each  package,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  the 
batch  was  completed,  the  quantity  of 
each  other  ingi^ent  used  in  making 
the  batch,  and  a  statement  that  each 
such  ingredient  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  sec¬ 
tion.  ’  If  such  batch  or  any  part  thereof 
is  to  be  packaged  with  a  diluent,  such 
request  shall  also  be  accompanied  by  a 
statement  that  such  diluent  conforms  to 
the  requirements  prescribed  therefor  by 
this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  coimection 
with  his  request  the  results  of  the  tests 
and  assays  listed  after  each  of  the  fol¬ 


lowing,  made  by  him  on  an  accurately 
representative  sample  of: 

(i)  The  batch:  Potency,  sterility,  pyro¬ 
gens,  moisture,  pH. 

(ii)  The  tetracycline  hydrochloride  or 
tetracycline  phosphate  complex  used  in 
making  the  batch:  Potency,  toxicity, 
histamine,  absorptivity,  crystallinity,  and 
identity  if  it  is  tetracycline  phosphate 
complex. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  1 
Immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  10  immediate  con¬ 
tainers. 

(b)  For  sterility  testing:  10  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  tetracycline  hydrochloride  or 
tetracycline  phosphate  complex  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  250  milligrams,  and  if 
it  is  tetracycline  phosphate  complex,  one 
additional  package  containing  approxi¬ 
mately  1  gram.  Each  such  package  shall 
be  packaged  in  accordance  with  the  re¬ 
quirements  of  §  146c.201(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each, 
containing  approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
the  certification  of  a  batch  v^ch  is  to 
be  packaged  in  combination  vmh  a  dilu¬ 
ent  that  is  not  recognized  by  the  U.  8.  P. 
or  when  any  change  is  made  in  the  com¬ 
position  of  such  diluent:  5  packages  of 
the  diluent  included  in  the  combination. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility:  10 
packages,  esujh  containing  approximately 
0.25  gram. 

(ii)  For  sterility  testing:  10  packages, 
each  containing  approximately  40  milli¬ 
grams  of  tetracycline  hydrochloride  or 
tetracycline  phosphate  complex. 

Each  such  package  shall  be  packaged 
in  accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(5)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

*(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

•  (1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i) 
(a),  (U),  (iii),  (iv),  and  (4)  (i)  of  this 


section;  $10.00  for  all  containers  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (b)  and  (4)  (U)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  S  146.3 
of  this  chapter  for  the  issuance  of  a 
certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 

§  1 460.222  Tetracycline  hydrochloride 
oral  suspension  (tetracycline  hydro¬ 
chloride  homogenized  mixture) ;  tet¬ 
racycline  phosphate  complex  oral 
suspension  (tetracycline  phosphate 
complex  oral  drops) ;  tetracycline 
hydrochloride  oral  solution;  tetracy¬ 
cline  calcium  oral  suspension;  tetra¬ 
cycline  oral  suspension. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Tetracycline  hydro¬ 
chloride  or^  suspension,  tetracycline 
hydrochloride  oral  solution,  and  tetra¬ 
cycline  calcium  oral  suspension  are  tetra- 
cline  hydrochloride  or  tetracycline  cal¬ 
cium  prepared  from  tetracycline  hydro¬ 
chloride.  Tetracycline  oral  suspension 
and  tetracycline  phosphate  complex  oral 
suspension  are  prepared  from  tetra- . 
cyline  or  tetracycline  phosphate  complex. 
Each  drug  contains  one  or  more  suitable 
and  harmless  suspending  and  dispersing 
agents  (unless  it  is  tetracycline  hydro¬ 
chloride  oral  solution),  with  or  without 
one  or  more  suitable  sulfonamides,  and 
with  or  without  one  or  more  suitable  and 
harmless  colorings,  fiavorings,  buffer 
substances,  and  preservatives,  suspended 
or  dissolved  in  a  suitable  and  harmless 
vehicle.  If  it  is  tetracycline  hydrochlo¬ 
ride  oral  suspension,  tetracycline  oral 
suspension,  or  tetracycline  phosphate 
complex  oral  suspension,  it  may  contain 
one  or  more  suitable  and  harmless  vita¬ 
min  substances.  Each  milliliter  shall 
contain  not  less  than  the  equivalent  of 
25  milligrams  of  tetracycline  hydrochlo¬ 
ride.  Its  moisture  content  is  not  more 
than  2  percent  if  it  is  tetracycline  hydro¬ 
chloride  oral  suspension,  tetracsrcllne 
phosphate  complex  oral  suspension,  or 
tetracycline  oral  suspension  and  not  more 
than  7  percent  if  it  is  tetracycline  hydro¬ 
chloride  oral  solution.  Its  pH  is  not  less 
than  2.0  and  not  more  than  3.5  if  it  is 
tetracycline  hydrochloride  oral  solution 
and  not  less  than  7.0  and  not  more  than 
8.0  if  it  is  tetracycline  calcium  oral  sus¬ 
pension.  The  tetracycline  hydrochloride 
used  conforms  to  the  standards  pre¬ 
scribed  by  8 146C.218  (a) ,  except 
8  146C.218  (a)  (2),  (4),  and  (5).  The 
tetracycline  phosphate  complex  used 
conforms  to  the  standards  prescribed  by 
8  146C.232  (a) .  The  tetracycline  used 
conforms  to  the  standards  prescribed  by 
8  146C.220  (a) .  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.  S.  P.  or  N.  P.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 
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(b)  Packaging.  The  immediate  con¬ 
tainer  shall  be  a  tight  container  as  de¬ 
fined  by  the  U.  S.  and  shall  be  of 
such  composition  as  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  nor¬ 
mal  and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded. 

(c)  labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  S  1.106(b)  of  this  chapter 
(regulations  issued  imder  section  502(f) 
of  the  act) .  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  container,  as  hereinafter  in¬ 
dicated.  the  following: 

(i)  The  statement  ‘'Expiration  date 

_ .”  the  blank  being  filled  in 

with  the  date  that  is  18  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified.  except  that  the  blank  may  be 
filled  in  with  the  date  that  is  24  months 
after  the  month  during  which  the  batch 
was  certified  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  such  period  of  time  such  drug  as 
prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section,  and  except  if  it  contains 
one  or  more  vitamin  substances  the  blank 
is  filled  in  with  the  date  that  is  12  months 
after  the  month  during  which  the  batch 
was  certified. 

(ii)  If  it  is  tetracycline  hydrochloride 
oral  suspension,  tetracycline  oral  sus¬ 
pension,  or  tetracycline  phosphate  com? 
plex  oral  suspension,  and  it  contains  one 
or  more  vitamin  substances  or  sulfona¬ 
mides,  after  the  name  “tetracycline  hy¬ 
drochloride  oral  suspension,”  “tetracy¬ 
cline  oral  suspension.”  or  “tetracycline 
phosi^ate  complex  oral  suspension.” 
wherever  it  appears,  the  words  “with 
sulfonamide  (s)”  or  “with  vitamin 

- ,”  the  blank  being  filled  with  the 

name  of  the  vitamin  ingredient  used,  or 
“with  vitamins,”  if  it  contains  nmre.than 
one  vitamin  ingredient,  in  juxtaposition 
with  such  name. 

(iii)  If  it  is  tetracycline  hydrochlo¬ 
ride  oral  solution  or  tetracycline  calcium 
oral  suspension  Euid  it  contains  one  or 
more  sulfonamides,  after  the  name  “tet¬ 
racycline  hydrochloride  oral  solution”  or 
“tetracycline  calcium  oral  suspension,” 
wherever  it  appears,  the  words  “with 
8ulfonamide(s),”  in  juxtaposition  with 
such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  S  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 


statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  tetracycline  hy¬ 
drochloride.  tetracycline,  or  tetracycline 
phosphate  complex  used  in  making  such 
batch  was  completed,  the  potency  per 
milliliter  of  the  batch,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  such  batch  was  completed,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  and  a  statement  that  each 
such  ingredient  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  sec¬ 
tion. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
each  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following 
nuule  by  him  on  an  acciirately  repre¬ 
sentative  sample  of : 

(i)  The  batch:  Average  potency  per 
milliliter,  average  moisture  if  it  is  tetra¬ 
cycline  hydrochloride  oral  suspension, 
tetracycline  oral  sm^.  3nsion.  tetracycline 
phosphate  complex  oral  suspension,  or 
tetracycline  hydrochloride  oral  solution, 
and  pH  if  it  is  tetracycline  hydrochloride 
oral  solution  or  tetracycline  calcium  oral 
suspension. 

(ii)  The  tetracycline  hydrochloride, 
tetracycline,  or  tetracycline  phosphate 
complex  used  in  making  the  batch: 
Potency,  toxicity,  moisture,  pH,  crystal¬ 
linity,  and  absorptivity,  and  if  it  is  tetra¬ 
cycline  phosphate  complex,  identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  herer 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  1  immediate  container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  5 
immediate  containers,  collected  by  tak¬ 
ing  single  immediate  containers  at  sudi 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  tetracycline  hydrochloride, 
tetracycline,  or  tetracycline  phosphate 
complex  used  in  making  the  batch:  10 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams,  and  if  it  is  tetracycline  phosphate 
complex,  one  additional  package  con¬ 
taining  approximately  1  gram.  Each 
such  package  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146c.201(b). 

(iii)  In  the  case  of  an  initial  request 
for  certification,  each  other  ingredient 
used  in  making  the  batch:  1  package 
of  each  containing  approximately  5.0 
grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)(ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 


paragrai^  (d)  (3)  (i).  (ii),  and  (iii)  of 
this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  exam¬ 
ination  of  such  packages  are  necessary 
to  determine  whether  or  not  such  batch 
complies  with  the  requirements  of  S  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate.  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 

§  146C.223  Qilortetracycline-neomycin- 
Btreptomycin-penicillin  ointment; 
chlortetracycline  •  neomycin  •  dihydro- 
streptomycin-penicillin  ointment; 
tetracycline  hydrochloride-neomycin- 
streptomycin-penicillin  ointment; 
tetracycline  hydrochloride-neomycin- 
dihydroatreptomycin-penicillin  oint¬ 
ment. 

(a)  Chlortetracycline-neomycin-strep- 
tomycin-periicillin  ointment,  chlortet- 
racycline-neomycin  -  dihydrostreptomy- 
cin-peniciUin  ointment,  tetracycline 
hydrochloride-neomycin  -  streptomycin- 
penicillin  ointment,  and  tetracycline  hy¬ 
drochloride  -  neomycin  -  dihydrostrepto- 
mycin-penicillin  ointment  conform  to  all 
requirements  and  are  subject  to  all  pro¬ 
cedures  prescribed  by  §  146cJ202  for 
chlortetracycline  hydrochloride  oint¬ 
ment  and  tetracycline  hydrochloride 
ointment  intended  solely  for  veterinary 
use,  except  that: 

(1)  They  contain  not  less  than  28 
milligrams  of  chlortetracycline  hydro¬ 
chloride  or  tetracycline  hydrochloride 
per  gram. 

(2)  They  contain  not  less  than  14 
milligrams  of  neomycin  per  gram.  The 
neomycin  used  conforms  to  the  require¬ 
ments  prescribed  by  §  146e.410  (a)  (2) 
of  this  chapter,  except  the  standard  for 
toxicity. 

(3)  They  contain  not  less  than  14 
milligrams  of  streptomycin  or  dihydro¬ 
streptomycin  per  gram.  The  streptomy¬ 
cin  used  conforms  to  the  standards  pre¬ 
scribed  by  §  146b.l01  (a)  of  this  chapter, 
except  §  146b.l01  (a)  (2).  (3).  (4).  and 
(5).  The  dihydrostreptomycin  used 
conforms  to  the  standards  prescribed  by 
§  146b.l03  of  this  chapter,  except  the 
standards  for  sterility,  toxicity,  pyrogens, 
and  histamine. 

(4)  They  contain  not  less  than  28,000 
units  of  procaine  penicillin  O  per  gram, 
except  that  if  it  is  intended  for  use  by 
udder  instillation,  each  single  dose  as 
recommended  in  its  labeling  contains 
not  more  than  100,000  imits  of  procaine 
penicillin  G.  The  procaine  penicillin 
used  conforms  to  the  requirements  pre¬ 
scribed  by  §  146a.44  (a)  of  this  chapter, 
except  §  146a.44  (a)  (2),  (3),  and  (4). 

(b)  Its  expiration  date  shall  be  18 
months  after  the  monUi  during  which 
the  batch  was  certified. 

(c)  In  addition  to  complying  with  the 
requirements  of  §  146c.202  (d),  a  perscHi 
who  requests  certification  of  a  batch^ 
shall  submit  with  his  request  a  statement 
showing  the  batch  marks  and  (unless 
they  wwe  previously  submitted)  the  re¬ 
sults  and  dates  of  the  latest  tests  and 
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assays  of  the  neomycin,  streptom3rcin 
or  dihydrostreptomycin,  and  penicillin 
used  in  making  the  batch  for  potency, 
toxicity,  moisture,  pH,  streptomycin 
content  of  the  dihydrostreptomycin, 
crystallinity  if  it  is  crystalline  dihydro¬ 
streptomycin,  and  crystillinity  and 
penicillin  O  content  of  the  procaine 
penicillin  G.  He  shall  also  submit  in 
connection  with  his  request  a  sample 
consisting  of  not  less  than  8  packages  of 
such  ointment  and  (unless  they  were 
previously  submitted  V,  accurately  repre¬ 
sentative  samples  of  the  following,  in  the 
quantities  indicated. 

(1)  The  neomycin  used  in  making  the 
batch:  5  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram. 

(2)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 
16  packages,  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram. 

(3)  The  procaine  penicillin  G  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $6.00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  neomycin,  streptomycin,  or 
dihydrostreptomycin,  and  penicillin. 

§  146c.224  Tetracycline  hydrochloride 
nystatin  capsules;  tetracycline  phos¬ 
phate  complex-nystatin  capsules. 

Tetracycline  hydrochloride-nystatin 
capsules  and  tetracycline  phosphate 
complex-nystatin  capsules  are  capsules 
that  conform  to  all  the  requirements  and 
procedures  prescribed  by  S  146c.204  for 
tetracycline  hydrochloride  capsules  and 
tetracycline  phosphate  complex  capsules, 
except  that: 

(a)  Each  capsule  contains  not  less 
than  100,000  units  of  nystatin.  The 
nystatin  used  is  produced  by  the  growth 
of  Streptomyces  noursei.  It  is  a  white 
to  yellow  to  light-tan  powder.  It  is  very 
slightly  soluble  in  water,  moderately 
soluble  in  methyl  alcohol,  butyl  alcohol, 
or  propyl  alcohol.  Its  potency  is  not 
less  than  2,000  units  per  milligram.  It 
is  nontoxic.  Its  pH  in  a  3-percent 
aqueous  suspension  is  not  less  than  6.5 
and  not  more  than  8.0.  Its  moisture 
content  is  not  more  than  5  percent.  It 
exhibits  absorption  maxima,  within 
±2  m/i.  at  230  m/u.  291  m/t,  305  m//,  and 
319  m/t  when  dissolved  in  methyl  alcohol 
and  the  ratio  of  the  absorption  peak  at 
230  ±2  m^  and  the  middle  of  the  shoul¬ 
der  at  279±2  m/i,  Aao/A«<,,  is  not  less  than 
0.90  and  not  more  than  1.25. 

(b)  If  it  is  tetracycline  phosphate  com¬ 
plex-nystatin  capsules,  its  expiration 
date  shall  be  18  months  after  the  month 
during  which  the  batch  was  certified,  ex¬ 
cept  that  the  date  may  be  one  of  the 
longer  dates  permitted  in  §  146C.204  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stor^  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 


with  the  standards  prescribed  therefor 
by  this  section. 

(c)  In  addition  to  compl3dng  with  the 
requirements  of  9  146c.204  (d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark  and  (un¬ 
less  they  were  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  nystatin  used  in  mak¬ 
ing  the  batch  for  potency,  toxicity,  pH, 
moisture,  and  identity.  He  shall  also 
submit  in  connection  with  his  request 
(unless  it  was  previously  submitted)  a 
sample  consisting  of  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams  of  the 
nystatin  used  in  making  the  batch. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $1.00  for  each  capsule. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  nystatin. 

§  146<*.225  Tetracycline  hydrochloride- 
nystatin  tablets. 

Tetracycline  hydrochloride-nystatin 
tablets  are  tablets  that  conform  to  all 
requirements  and  are  subject  to  all  pro¬ 
cedures  prescribed  by  §  146C.224  for  tet¬ 
racycline  hydrochloride-nystatin  cap¬ 
sules.  except  that  the  expiration  date  is 
the  date  that  is  24  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified.  In  addition  to  the  requirements 
prescribed  by  §  146C.224,  tablets  not  ex¬ 
ceeding  15  millimeters  in  diameter,  or 
not  intended  only  for  preparing  solu¬ 
tions,  shall  disintegrate  within  1  hour. 
A  person  who  requests  certification  shall 
therefore  also  submit  for  disintegration¬ 
time  studies,  results  of  this  test  made 
by  him  and  a  sample  of  six  tablets.  The 
fee  for  the  tablets  submitted  for  disin¬ 
tegration-time  studies  shall  be  $3.00. 

§>146c.226  Tetracycline  and  vasocon- 
istrictor  suspension;  tetracycline  and 

_  (the  blank  being  filled  in 

with  the  common  or  usual  name  of 
the  vasoconstrictor)  suspension. 

(a)  Standards  of  identity,  strength, 

quality,  and  purity.  Tetracycline  and 
vasoconstrictor  suspension  is  tetracycline 
and  a  suitable  vasoconstrictor,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  suspending  or  dispersing  agents,  pre¬ 
servatives,  buffer  substances,  colorings, 
and  flavorings,  with  or  without  cortisone 
or  a  suitable  derivative  of  cortisone,  sus¬ 
pended  in  a  suitable  and  harmless  ve¬ 
hicle.  Each  milliliter  contains  a  quan¬ 
tity  of  tetracycline  equivalent  to  not  less 
than  3.75  milligrams  of  tetracycline  hy¬ 
drochloride.  The  pH  is  not  less  than  3.0 
nor  more  than  5.0.  The  tetracycline 
used  conforms  to  the  requirements  of 
§  146c.220(a).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.S.P.  or  N.P.,  conforms  to  the  standards 
prescribed  therefor  by  such  official 
compendium.  • 

(b)  Packaging.  In  all  cases  the  imme¬ 
diate  container  shall  be  a  tight  container 
as  defined  by  the  U.  S.  P.,  and  shall  be 
of  such  composition  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  therefor 
in  applicable  standards,  except  that 


minor  changes  so  caused  that  are  normal 
and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  label  or  container  and  the 
immediate  container,  as  hereinafter  in¬ 
dicated,  the  following: 

(1)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after  the 
month  during  which  the  batch  was 
certified. 

(ii)  If  it  contains,  in  addition  to 
tetracycline,  one  or  more  other  active 
ingredients  specified  in  paragraph  (a)  of 
this  section,  after  the  name  “tetracycline 
and  vasoconstrictor  suspension,”  wher¬ 
ever  such  name  appears,  the  words  “with 

_ ,”  the  blank  being  filled  in 

with  the  common  or  usual  name  of  each 
such  other  ingredient  used,  in  juxtaposi¬ 
tion  with  such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complsring  with 
the  requirements  of  9  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size  in 
such  batch,  the  batch  mark  and  (unless 
it  was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  tetracycline 
used  in  making  the  batch  was  completed, 
the  date  on  which  the  latest  assay  of  the 
drug  comprisiilg  such  batch  was  com¬ 
pleted,  the  quantity  of  each  ingredient 
used  in  making  the  batch,  and  a  state¬ 
ment  that  each  such  Ingredient  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch:  Average  potency  per 
milUliter,  and  pH. 

(ii)  The  tetracycline  used  in  making 
the  batch:  Potency,  toxicity,  moisture, 
pH.  crystallinity,  and  absorptivity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch:  One  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5  packages,  collected  by 
taking  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
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during  the  intervals  are  approximatdy 
equaL 

(ii)  The  tetracycline  used  in  making 
the  batch:  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams,  packaged  in  accord¬ 
ance  with  the  requirements  of  §  146c^20 

(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  Ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams, 
except  if  cortisone,  or  a  derivative  of 
cortisone  is  used,  such  package  shall  con¬ 
tain  approximately  100  milligrams. 

(4)  No  result  referred  to  in  subpara- 
grai^  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
<ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)  (3)  (i),  (ii),  and  (iii) 
of  this  section. 

(2)  If  the  Conunissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages. are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a 
certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146c.227  Chlortetracycline  spray  dress¬ 
ing  (chlortetracycline  hydrochloride 
spray  dressing). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
spray  dressing  is  chlortetracycline  hy¬ 
drochloride  ointment  and  one  or  more 
suitable  and  harmless  inert  gases.  It  is 
sterile.  The  chlortetracycline  hydro¬ 
chloride  ointment  used  conforms  to  the 
standards  prescribed  for  chlortetracy¬ 
cline  hydrochloride  ointment  by  §  146c.- 
202(a) ,  except  that  its  potency  is  not  less 
than  20  milligrams  per  gram.  Each 
other  substance  used,  if  its  name  is  recog¬ 
nized  in  the  U.SJP.  or  N  J.,  conforms  to 
the  standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  unavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded.  Each  such  con¬ 
tainer  shall  contain  not  less  than  30 
grams  of  ointment  and  shall  contain  one 
or  more  suitable  and  harmless  inert 
gases. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  imder  section  502(f) 


of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  container  the  statement  “Ex¬ 
piration  date  _ the  blank 

being  filled  in  with  the  date  that  is  24 
months  after  the  month  during  which 
the  batch  was  certified. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  in¬ 
clude  information  containing  directions 
and  warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples 
(1)  In  addition  to  complying  with  the  re¬ 
quirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  chlortetracycline 
used  in  making  the  batch  was  completed, 
the  quantity  of  each  ingredient  used  in 
making  such  batch,  the  date  on  which 
the  latest  assay  of  the  drug  comprisii^ 
such  batch  was  completed,  and  that  each 
ingredient  used  in  making  the  batch 
conforms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  followii^, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch:  Average  potency  per 
gram,  sterility,  and  moisture. 

(ii)  The  chlortetracycline  used  in 
making  the  batch:  Potency,  toxicity, 
moisture,  pH,  and  crystallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  herein¬ 
after  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  1  Im¬ 
mediate  container  for  each  5,000  immedi¬ 
ate  containers  in  the  batch,  but  in  no 
case  less  than  6  immediate  containers. 

(b)  For  sterility  testing:  10  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  chlortetracycline  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams,  packaged 
in  accordance  with  the  requirements  of 
§  146c.201(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each 
component  of  the  ointment  base,  each 
containing  approximately  200  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 


(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  im¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a)  (ii) ,  and  (iii)  of 
this  section;  $10.00  for  all  containers  sub¬ 
mitted  in  accordance  with  paragraph 

(d)  (3)  (i)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion'  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  bat(^  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146c.228  Chlortetracycline  hydrochlo- 
ride-neomycin  tablets  veterinary ;  tet< 
racycline  hydrochloride-neomycin 
tablets  veterinary. 

Chlortetracycline  hydrochloride-neo¬ 
mycin  tablets  veterinary  and  tetracycline 
hydrochloride-neomycin  tablets  veteri¬ 
nary  are  tablets  that  conform  to  all  re¬ 
quirements  and  are  subject  to  all  proce¬ 
dures  prescribed  by  §  146c.204  for  chlor¬ 
tetracycline  hydrochloride  capsules  and 
tetracycline  hydrochloride  capsules,  ex¬ 
cept  that: 

(a>  Each  tablet  shall  contain  not  less 
than  125  milligrams  of  neomycin..  The 
neomycin  used  conforms  to  the  require¬ 
ments  prescribed  by  §  146a.410(a)  (2)  of 
this  chapter.  Tablets  not  exceeding  15 
millimeters  in  diameter,  or  not  intended 
only  for  preparing  solutions,  shall  dis¬ 
integrate  within  1  hour. 

(b)  [Reserved] 

(c)  In  addition  to  complying  with  the 
requirements  of  §  146c.204(d),  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  number  of  milligrams  of 
chlortetracycline  hydrochloride  or  tetra¬ 
cycline  hydrochloride  and  neomycin  in 
each  tablet  of  the  batch,  the  batch  mark, 
and,  if  required  by  paragraph  (a)  of 
this  section,  disintegration  time,  and 
(unless  it  was  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  neomycin  used  in  mak¬ 
ing  the  batch  for  potency,  toxicity,  mois¬ 
ture,  and  pH.  He  shall  also  submit  in 
connection  with  his  request  (unless  it 
was  previously  submitted)  a  sample  con¬ 
sisting  of  5  packages  containing  approx¬ 
imately  equal  portions  of  not  less  than 
0.5  gram  each  of  the  neomycin  used  in 
making  the  batch,  and  a  sample  of  6 
tablets  for  disintegration-time  studies. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
this  section  shall  be: 

(1)  $1.00  for  each  tablet  submitted  in 
accordance  with  the  requirements  of 
§  146c.204(d)  (3)(i). 

(2)  $3.00  for  all  tablets  submitted  for 
disintegration-time  studies  in  accord¬ 
ance  with  paragraph  (c)  of  this  section. 


Saturday,  December  29,  1962 
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§  146c.229  Tetracycline-nystatin  oral 
suspension;  tetracycline  phosphate 
complex-nystatin  oral  suspension 
(tetracycline  phosphate  complex, 
nystatin  oral  drops). 

Tetracsrcline-nystatin  oral  suspension 
and  tetracyeline  phosphate  complex- 
nystatin  oral  suspension  are  suspensions 
that  conform  to  all  the  requirements  and 
procedures  prescribed  by  S  146C.222  for 
tetracycline  oral  suspension  or  tetra¬ 
cycline  phosphate  complex  oral  suspen¬ 
sion.  except  that: 

(a)  Each  milliliter  contains  not  less 
than  25.000  units  of  nystatin.  The  ny¬ 
statin  used  conforms  to  the  standards 
prescribed  by  §  146c.224  (a) . 

(b)  IReserved] 

(c)  In  addition  to  complying  with  the 
requirements  of  1 146c.222  (d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  stat^ent 
showing  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and  as¬ 
says  of  the  nystatin  used  in  making  the 
batch  for  pot^icy.  toxicity,  pH.  moisture, 
and  identity.  He  shall  also  submit  in 
connection  with  his  request  a  sample 
consisting  of  not  less  than  six  immediate 
containers  of  the  batch  and  (unless  it 
was  previously  submitted)  a  sample  con¬ 
sisting  of  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  300  milligrams  of  the  nystatin  used 
in  making  the  batch. 

(d)  The  fee  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.00  for  each  package  of  the 
nystatin  used  in  making  the  batch. 

§  146c.230  Chlortetracycline  hydrochlo¬ 
ride  powder  t<^ical;  tetracycline  hy- 
drochloride  powder  topical. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
hydrochloride  powder  topical  and  tetra¬ 
cycline  hydrochloride  power  topical  are 
chlortetracycline  hydrochloride  or  tetra¬ 
cycline  hydrochloride,  with  or  without 
suitable  and  harmless  preservatives, 
diluents,  and  local  anesthetics.  The 
moisture  content  is  not  more  than 
2  percent.  The  chlortetracycline  hy¬ 
drochloride  used  conforms  to  the  re- 
requirements  of  §  146c  201  (a),  ex¬ 
cept  §  146C.201  (a)  (2) .  (3) .  (4) .  and  (5) . 
The  tetracycline  hydrochloride  used  con¬ 
forms  to  the  requirements  of  8  146c.218 
(a),  except  8  146c.218  (a)  (2).  (3),  (4). 
and  (5).  Each  other  substance  used,  if 
its  name  is  recognized  in  the  U.  S.  P.  or 
N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  ofdcial  com¬ 
pendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  ccmtainer 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  c(mtents  beyond  any  limit  therefor 
in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  normal 
and  unavoidable  in  good  packaging,  stor¬ 
age.  and  distribution  practice  shall  be 
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disregarded.  Each  such  oootainer  may 
contain  one  or  more  suitable  and  harm¬ 
less  inert  gases. 

(c)  LdbeUno.  Eadb  package  shsdl  bear 
on  Its  label  or  labeling,  as  hereinafter 
indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  milligrams  of 
chlortetracycline  hydrochloride  or  tet¬ 
racycline  hydrochloride  per  gram  or  per 
immediate  container. 

(iii)  The  statement  “Expiration  date 

_ ,“  the  blank  being  filled  in 

with  one  of  the  following  dates: 

(a)  If  it  is  chlortetracycline  hydro¬ 
chloride  powder  topical,  48  months  after 
the  month  during  which  the  batch  was 
certified. 

(b)  If  it  is  tetracycline  hydrochloride 
powder  topical,  24  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied,  except  that  the  date  that  is  36 
months,  48  months,  or  60  months  after 
the  month  during  which  the  batch  was 
certified  may  be  used  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assays  showing  that  after  having  been 
stored  for  such  period  of  time  such  drug 
as  prepared  by  him  complies  with  the 
standards  prescribed  therefor  by  i>ara- 
grap^  (a)  of  this  section. 

(c)  If  it  is  packaged  with  inert  gases, 
24  months. 

(iv)  If  it  contains  inreservatives  or  lo¬ 
cal  anesthetics,  the  name  and  quantity 
of  each  such  ingredient. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it 
is  packaged  fon  dispensing,  adequate  di¬ 
rections  and  warnings  for  prophylactic 
use  by  man,  or  for  the  veterinary  use 
of  such  drug.  Such  circular  or  other 
labeling  may  also  bear  a  statement  that 
a  brochure  or  other  printed  matter  con¬ 
taining  information  for  other  uses  of 
such  drug  by  practitioners  licensed  by 
law  to  administer  it  will  be  sent  to  such 
practitioners  on  request. 

(d)  Request  for  certification:  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  8  146.2  of  this  (diap- 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  marl^  the 
number  of  packages  of  each  size  in  such 
batch,  the  bat(di  mark  and  (unless  it  was 
previously  submitted)  the  date  cm  which 
the  latest  assay  of  the  chlortetracycline 
hydrochloride  or  tetracycline  hydro¬ 
chloride  used  in  making  such  batch  was 
completed,  the  number  of  milligrams  in 
each  immediate  container,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  the  date  on  which  the  latest  assay 
of  the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
ingr^ient  used  in  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurate  repre- 
smtative  sample  of: 

(1)  The  batch:  Potency  and  moisture. 


(li)  The  dilortetracycline  hyditxdalo- 
ride  or  tetracycline  hydrochloride  used 
in  making  the  batch:  Potency,  moisture, 
pH,  cryBtallhfity,  and  absorptivity  if  it 
is  teteacycUne  hydroclfioride. 

(3)  Ebccept  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  qiiantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samplei  of  the  following: 

U)  The  batch:  One  immediate  con¬ 
tainer  for  each  5,000  c<mtainers  in  the 
batch,  but  in  no  case  less  than  5  imme¬ 
diate  containers  (or  if  it  is  packaged  with 
inert  gases,  not  less  than  7  Immediate 
containers).  Such  sample  shall  be  col¬ 
lected  *by  taking  single  immediate  con¬ 
tainers  at  such  intervals  throughout  the 
entire  time  of  packaging  the  batch  that 
the  quantities  packaged  during  the  in¬ 
tervals  are  approximately  equal. 

(11)  The  ^Uortetrtkcydine  hydrochlo¬ 
ride  or  tetracycline  hythroehloride  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams,  packaged 
in  accordance  with  the  requirements  of 
8  146C.201  (b). 

'  (ill)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each,  containing  approximately  5  grams. 

'  (4)  No- result  referred  to  in  subpara¬ 
graph  (2)  (11)  of  this  paragraph,  and  no 
sample  referred  to  in  sobparagrai^  (3) 
(11)  of  this  paragraiAi,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regifiations  in  this  part  shall  be: 

(1)  8  4.00  for  each  Immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  su^  inundate  containers,  are 
necessary  to  detennlne  whether  or  not 
such  batch  cornices  wltti  the  require¬ 
ments  of  8  1463  of  this  chapter  for  the 
issuance  of  a  certlficatcrttie  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 

(f)  Exemption  of  chlortetracycline 
hydrochloride  powder  topical  and  tetra¬ 
cycline  hydrochloride  powder  topical  for 
veterinary  use  from  certlflcatior.  Chlor¬ 
tetracycline  hydrochloride  powder  top¬ 
ical  and  tetracycline  hydrochloride 
powder  topical  that  conform  to  the  re¬ 
quirements  of  paragraphs  (a),  (b),  and 

(c)  of  this  section  shall  be  exempt  (un¬ 
less  they  are  packaged  with  inert  gases) 
from  the  requirements  of  sections  502  (1) 
and  507  of  the  act.  If  they  comply  with 
all  the  fcdlowing  conditlODs: 

(1)  They  are  intended  solely  for  vet¬ 
erinary  use  and  are  conq;)icuously  so 
labeled. 

(2)  The  labels  bear  an  expiration  date 
that  is  48  months,  if  it  is  chlortetra- 
cycline  hydrochloride  powder  topical,  or 
24  months,  if  it  is  tetracycline  hsrdro- 
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chloride  powder  topical,  after  the  month 
in  which  the  batch  was  last  assayed  and 
released  by  the  manufacturer,  except,  if 
it  is  tetracycline  hydrochloride  powder 
topical,  the  date  that  is  36  months,  48 
months,  or  60  months  may  be  used  if  the 
manufacturer  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stor^ 
for  such  period  of  tune  such  drug  as 
prepared  by  him  complies  with  the 
standards  prescribed  therefor  by  para¬ 
graph  (a)  ot  this  section. 

(3)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  the  drug  is  intended 
solely  for  the  prevention  of  infeption  in 
superficial  cuts  and  abrasions  and  for 
the  treatment  of  pinkeye  in  veterinary 
animals,  and  further,  bears  directions 
and  warnings  adequate  for  such  use. 

§  146c.231  Capsules  tetracaine  and 
oleandomycin  phosphate;  capsules 
tetracycline  and  triacetyloleandomy* 
cin;  capsules  tetracycline  hydrochlo¬ 
ride  and  oleandomycin  phosphate; 

'  capsules  tetracycline  hydrochloride 
and  triacetyloleandomycin. 

(a)  Standards  of  identity,  strength. 
Quality,  and  purity.  Capsules  tetra¬ 
cycline  and  oleandomycin  phosphate, 
capsules  tetracycline  and  triacetyl¬ 
oleandomycin,  capsules  tetracycline 
hydrochloride  and  oleand<»nycin  phos¬ 
phate,  and  capsules  tetracycline  hy¬ 
drochloride  and  triacetyloleandomycin 
are  capsules  that  conform  to  all  require¬ 
ments  and  procedures  prescribed  by 
S  146C.204  for  tetracycline  capsules  and 
tetracycline  hydrochloride  capsules,  ex¬ 
cept  that: 

(1)  Each  capsule  contains  not  less 
than  30  millierams  of  oleandomycin 
activity  either  as  the  phosphate  salt  or 
as  triacetyloleandomycin.  The  olean¬ 
domycin  phosphate  or  the  triacetyl¬ 
oleandomycin  used  is  the  crystalline 
phosphate  salt  or  the  triacetyl  ester  of 
a  kind  of  oleandomycin,  produced  by  the 
growth  of  Streptomyces  antibioticus.  If 
oleandomycin  phosphate  is  used,  its  po¬ 
tency  Is  not  less  than  750  /ig.  per  milli¬ 
gram  :  it  is  nontoxic ;  its  moisture  content 
is  not  more  than  5.0  percent;  its  pH 
in  a  solution  containing  100  milligrams 
per  milliliter  is  not  less  than  3.0  and  not 
more  than  6.0.  If  triacetyloleandomycin 
is  used  its  potency  is  not  less  than  760 
micrograms  per  milligram.  It  is  non¬ 
toxic;  its  moisture  content  is  not  more 
thaD  1.0  percent;  its  Rr  value  by  paper 
chromatography  is  approximately  0.85. 
If  more  than  one  spot  appears  on  the 
paper  chromatogram,  determine  its 
acetyl  value,  which  is  not  less  than  15.3 
percent  and  not  more  than  16.0  percent; 
its  pH  in  a  saturated  aqueous  alcohol 
solution  containing  100  milligrams  per 
milliliter  is  not  less  than  7.0  and  not 
more  than  8.5. 

(2)  The  moisture  content  of  the  cap¬ 
sule  is  not  more  than  6  percent. 

(3)  The  expiration  date  of  the  drug 
shall  be  24  months,  except  that  the  date 
that  is  36  months  after  the  month 
during  which  the  batch  was  certified 
may  be  used  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 


showing  that  such  drug  as  prepared  by 
him  is  stable  for  such  period  of  time. 

(4)  In  addition  to  complsring  with  the 
requirements  of  8  146c.204  (d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless 
previously  sulxnitted)  the  results  and  the 
date  of  the  latest  tests  and  assays  of 
the  oleandomycin  phosphate  or  triacetyl¬ 
oleandomycin  used  in  making  the  batch 
for  potency,  toxicity,  moisture,  pH,  cry¬ 
stallinity,  and  Rf  value  and  acetyl  value 
if  triacetyloleandomycin  is  used.  He 
shall  also  submit  in  connection  with  his 
request  (unless  previously  submitted) 
^  sample  consisting  of  10  packages,  each 
containing  approximately  equal  portions 
or  not  less  than  300  milligrams  of  the 
oleandomycin  used  in  making  the  batch. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
paragraph  (a)  (4)  of  this  section  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  of  oleandomycin. 

(2)  $5.00  for  each  immediate  con¬ 
tainer  of  triacetyloleandomycin. 

(3)  $1.00  for  each  capsule. 

§  146c.232  Tetracycline  phosphate  com¬ 
plex. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Tetracycline  phos¬ 
phate  complex  is  the  crystalline  sodium 
metaphosphate  complex  of  a  kind  of 
tetracycline.  It  is  so  purified  and  dried 
that: 

(1)  Its  potency  is  not  less  than  750 
M?.  per  milligram  on  the  anhydrous  basis. 

(2)  It  is  nonto'xic. 

(3)  Its  moisture  content  is  not  more 
than  9  percent. 

(4)  Its  pH  in  an  aqueous  suspension 
prepared  by  adding  10  milligrams  per 
milliliter  is  not  less  than  2.0  and  not 
more  than  4.0. 

(5)  Its  absorptivity  at  380  van,  calcu¬ 
lated  on  the  anhydrous  basis,  is  82.0±4.9 
percent  of  the  tetracycline  hydrochloride 
working  standard  treated  as  described  in 
§  141c.218(e). 

(6)  It  does  not  contain  any  tetra¬ 
cycline  as  the  hydrochloride  and  not 
more  than  1  percent  as  tetracycline  base. 

(b)  Packaging:  labeling;  request  for 
certification,  samples;  fees.  Tetra¬ 
cycline  phosphate  complex  conforms  to 
all  requirements  and  procedures  pre¬ 
scribed  for  tetracycline  by  8  146C.220  (b) , 

(c) ,  (d) ,  and  (e) ,  except  that  it  shall  be 
labeled  with  an  expiration  date  that  is 
18  months  after  the  month  during  which 
the  batch  was  certified,  and  except  that 
the  sample  submitted  for  certification 
shall  contain  one  additional  package 
containing  approximately  1  gram. 

§  146c.233  Tetracycline  -  oleandomycin 
phosphate  for  oral  suspension. 

Tetracycline-oleandomycin  phosphate 
for  oral  suspension  conforms  to  all  re¬ 
quirements  and  procedures  prescribed  by 
8  146C.205  for  tetracycline  powder,  ex¬ 
cept  that: 

(a)  When  reconstituted  as  directed  in 
the  labeling,  each  milliliter  shall  contain 
not  less  than  16  milligrams  of  tetra¬ 
cycline  and  not  less  than  8  milligrams  of 
oleandomycin  as  the  phosphate  salt.  The 


crystalline  oleandomycin  phosphate  used 
conforms  to  the  standards  prescribed  by 
8  146C.231  (a)  (1). 

(b)  The  moisture  content  is  not  more 
than  5  percent. 

(c)  The  pH  of  the  suspension  when 
reconstituted  as  directed  in  its  label^ 
is  not  less  than  4.0  and  not  more  than 
7.0. 

(d)  The  expiration  date  of  the  drug 
shall  be  24  months. 

(e)  In  addition  to  complsring  with 
8  146C.205  (d) ,  a  person  who  requests 
certification  of  a  batch  shall  submit  with 
his  request  a  statement  showing  Ule 
batch  mark  and  (unless  previously  sub¬ 
mitted)  the  results  and  the  date  of  the 
latest  tests  and  assays  of  the  oleando¬ 
mycin  phosphate  used  in  making  the 
batch  for  potency,  toxicity,  moisture, 
pH,  and  crystallinity.  He  shall  also  sub¬ 
mit  in  connection  with  his  request  a  sam¬ 
ple  consisting  of  not  less  than  6  im¬ 
mediate  containers  of  the  batch  and 
(unless  previoxisly  submitted)  a  sample 
consisting  of  10  packages,  each  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  300  milUgrams  of  the  oleando¬ 
mycin  used  in  making  the  batch. 

(f )  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (e)  of  this  section  shall  be: 

(1)  5.00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  oleandomycin  used  in  mak¬ 
ing  the  batch. 

§  146c.234  Capsules  tetracycline  hydro¬ 
chloride  and  novobiocin;  capsules 
tetracycline  phosphate  complex  and 
novobiocin. 

Capsules  tetracycline  hydrochloride 
and  novobiocin  and  capsules  tetracycline 
phosphate  complex  and  novobiocin  are  - 
capsules  that  conform  to  all  requirements  i 
and  procedures  prescribed  by  8  146c.2(K 
for  tetracycline  hydrochloride  capsules 
and  tetracycline  phosphate  complex  cap¬ 
sules,  except  that: 

(a)  Unless  it  is  intended  solely  for 
veterinary  use  and  is  conspicuously  so 
labeled,  each  capsule  contains  not  lees 
than  62.5  milligrams  of  novobiocin  as  the 
monosodium  salt.  The  crystalline  novo¬ 
biocin  used  conforms  to  the  requirements 
for  novobiocin  prescribed  by  8  146a.53(a) 
of  this  chapter. 

(b)  If  it  is  intended  solely  for  veteri¬ 
nary  use  and  is  conspicuously  so  labeled 
it  may  contain  cortisone  or  a  suitable 
derivative  of  cortisone. 

(c)  The  moisture  content  of  the  cap¬ 
sules  is  not  more  than  4  percent  if  it 
contains  tetracycline  hydrochloride  and 
not  more  than  9  percent  if  it  contains 
tetracycline  phosphate  complex. 

(d)  The  expiration  date  shall  be  the 
date  that  is  18  months  after  the  month 
during  which  the  batch  was  certified, 
except  that  the  blank  may  be  filled  in 
with  the  date  that  is  24  months  or  36 
months  after  the  month  during  which 
the  batch  was  certified  if  the  person 
who  requests  certification  has  submitted 
to  the  Commissioner  results  of  tests  and 
assays  showing  that  such  drug  as  pre¬ 
pared  by  him  is  stable  for  such  period 
of  time.  If  it  is  intended  solely  for 
veterinary  use  and  it  contains  cortisone 
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or  a  derivative  of  cortis(»ie,  in  addition 
to  the  labeling  prescribed  Ada  see* 
tion,  its  label  and  labeling  shall  conlonn 
also  with  the  requirements  of  §  1J.0S(C> 
of  this  chapter  (regulations  issued 
under  section  502(f)  of  the  act). 

(e)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  ((D  of  this  section  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  of  novobiocin. 

(2)  $1.00  for  each  capsule  submitted. 

§  146c. 235  Tetracycline  hydrochloride- 
oleandomycin  phoephate  for  aqueous 
injection. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Tetracycline  hydro- 
chloride-oleandomycin  phosphate  for 
aqueous  injection  is  a  dry  mixture  of 
tetracycline  hydrochloride  and  oleando¬ 
mycin  phosphate  with  one  or  more  suit¬ 
able  and  harmless  buffer  substances. 
Each  vial  contains  not  less  than  167 
milligrams  of  tetracycline  hydrochloride 
and  not  less  than  83  milligrams  of 
oleandomycin  phosphate.  It  is  sterile, 
nontoxic.  nonp3nx}genic.  and  contains  no 
histamine  or  histamine-like  substances; 
Its  moisture  content  is  not  more  than  3.0 
percent;  the  pH  of  the  suspension,  when 
reconstituted  as  directed  in  its  labeling, 
is  not  less  than  1.8  and  not  more  than 
3.0.  The  tetaracycline  hydrochloride 
used  conforms  to  the  requirements  of 
§  146C.218  (a) .  The  crystalline  oleando¬ 
mycin  phosphate  used  conforms  to  the 
standards  prescribed  by  3  146c.231  (a) 
(1)  for  potency  and  crystallinity.  Each 
other  substance  iised,  if  its  name  is 
recognized  in  the  U.  S.  P.  or  N.  P.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing.  shall  be  so  sealed  that  the  c<mtents 
cannot  be  used  without  destrosring  the 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicaUte  stand¬ 
ards,  except  that  minor  changes  so 
caused  that  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 
The  immediate  containers  shall  be  of 
colorless  transparent  glass,  closed  by  a 
substance  through  which  a  hsrpodermie 
needle  may  be  introduced  and  with¬ 
drawn  without  removing  the  closure  or 
destroying  its  effectiveness.  Each  such 
container  may  be  packaged  in  c<»nbina- 
tion  with  a  container  of  a  suitable  and 
harmless  diluent. 

(c)  Labeling.  In  addition  to  the 
labeling  requirements  prescribed  by 
§  1.106(b)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  act), 
each  package  shall  bear  on  its  label  or 
labeling,  as  hereinafter  indicated,  the 
following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ 

the  blank  bei^  filled  in  with  the  date 
that  is  24  months  after  the  montti 
during  which  the  batch  was  cwtified. 


(ii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  a 
statonent  of  the  conditions  under  vdiich 
Bfthitkmn  prepared  from  the  drug  should 
be  stored. 

(d)  Beqyest  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  sulunit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  pack^^es  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  dates  on  which 
the  latest  assays  of  the  tetracycline  hy¬ 
drochloride  and  oleandomycin  phosphate 
used  in  making  such  batch  were  com¬ 
pleted,  the  number  of  milligrams  of  tet¬ 
racycline  hydrochloride  and  the  number 
of  milligrams  of  oleandomycin  phosphate 
in  each  package,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  the 
batch  was  completed,  the  quantity  of 
each  other  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section.  If 
such  batch  or  any  part  thereof  it  to  be 
packaged  with  a  diluent,  such  request 
shall  also  be  accompanied  by  a  statement 
ttiat  such  diluent  conforms  to  ttie  re¬ 
quirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  the  results  of  the  tests 
and  assays  listed  after  each  of  the  fol¬ 
lowing,  made  by  him  cm  an  accurately 
representative  sample  of: 

(1)  The  batch:  Potency,  sterility,  tox¬ 
icity.  psrrogens,  histamine,  moisture,  and 
pH. 

(il)  The  tetracycline  hsrdrochlorlde 
used  in  making  the  batch:  Potency,  ab¬ 
sorptivity,  and  crystallinity. 

(iii)  The  oleandomycin  phosphate 
used  in  making  the  batch:  Potency  and 
crystallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  ^all  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  afi  tests  except  sterility:  1 
Immediate  container  for  each  5,000  im¬ 
mediate  cemtainers  in  the  batch,  but  in 
no  case  less  than  12  immediate  c<m- 
tainers. 

(b)  Forsterility  testing:  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equaL 

(ii)  The  tetracycline  hydrochloride 
used  in  making  the  batch:  3  packages 
containing  approximately  equal  portions 
of  not  less  than  500  milligrams,  pack¬ 
aged  in  accmrdance  with  the  require¬ 
ments  of  1 146ci201  (b) . 

(iii)  The  oleandomycin  used  in  mak¬ 
ing  the  batch:  2  packages  containing 
iq^furoximat^  equal  porttons  of  not  less 
than  500  milligrams. 


(iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingretUent  used 
in  making  the  batch:  1  package  of  each, 
containing  approximately  i  grams. 

(V)  In  ease  of  an  Initial  request  for 
certification  ot  a  batch  that  is  to  be 
packaged  in  ccxnbinatkm  with  a  diluent 
that  is  n(^  recognized  by  the  U.  S.  P.  or 
when  any  change  is  made  in  the  compo¬ 
sition  of  such  diluent:  5  packages  ot  the 
diluent  included  in  the  combinatimL 

(4)  The  results  referred  to  in  sttbpara- 
graidi  (2)  (ii)  and  (iii)  of  this  peuiagraph 
and  the  samptes  reforred  to  in  subpara¬ 
graph  (3)  (ii)  and  (UD  of  this  para¬ 
graph  are-  not  required  if  such  results  or 
samples  have  been  prevtoHsly  submitted. 

(e)  Fees.  The  fees  fmr  the  services 
rendered  with  respect  to  the  samples  stib- 
mltted  in  accordance  with  the  require¬ 
ments  of  paragraph  (d)  of  this  section 
Shan  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  accord¬ 
ance  with  paragrai^  (d)  (3)  (D  (a)  of 
this  section;  $10i)0  for  an  immediate 
containers  sub^tted  in  accordance  with 
paragraph  (d)  (3)  (i)  Ib)  of  this  section; 
$4.00  for  each  Immediate  container  in 
the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (ii),  (ill),  (iv), 
and  (T)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  such  packages  are  neemsary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  1 146.3 
of  this  chapter  for  the  Issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shafi  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  of  this 
chapter. 

§  146c.236  Tetracycline-nystatin  for  oral 
suspension. 

Tetrac3rcline-nystatin  for  oral  suspen¬ 
sion  conforms  to  all  requirements  and 
*  procedures  prescribed  by  3  146c.205  for 
tetracycline  powder,  except  3 146c.205 
(f).  and  except  that: 

(a)  When  reconstituted  as  directed  in 
the  labeling,  each  minniter  shall  contain 
not  less  than  25  milligrams  of  tetracy¬ 
cline  and  not  less  than  25,000  units  of 
nystatin.  The  nystatin  used  conforms 
to  the  standards  prescribed  by  3  146cJ224 
(a). 

(b)  The  pH  of  the  suspension,  when 
reconstituted  as  directed  in  its  labeling, 
is  not  less  than  4.5  and  not  more  than 
5.5. 

(c)  The  expiration  date  of  the  drug 
shall  be  12  months,  except  that  the  date 
that  is  18  months  or  24  months  after  the 
month  during  vdilch  the  batch  was  cer¬ 
tified  may  be  used  il  the  person  who  re¬ 
quests  certification  has  submitted  to  the 
Commissioner  results  of  tests  and  assays 
showing  that  such  drug  as  prepared  by 
him  is  stable  for  such  period  of  time. 

(d)  In  addition  to  complying  with  the 
requirements  of  8  146C.20S  (d) ,  a  person 
who  requests  certification  of  a  batch 
ifttall  submit  with  his  request  a  state¬ 
ment  showing  tbe  batch  mark  amd  (im- 
less  they  were  prexlousiy  submitted)  the 
results  and  the  date  of  the  latest  tests 
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and  assasrs  of  the  nyatatln  used  In  mak> 
ing  the  batch  for  potency,  toxicity,  pH, 
moisture,  and  identity.  He  shall  also 
submit  in  connection  with  his  request 
a  sample  consisting  of  not  less  than  6 
immediate  containers  of  the  batch  and 
(unless  it  was  previously  submitted)  a 
sample  consisting  of  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams  of  the 
nystatin  used  in  making  the  batch. 

(e)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (d)  of  this  section  shall  be: 

(1)  $5.00  for  each  Immediate  con¬ 
tainer  in  the  sample  of  the  batch. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  nystatin  used  in  making 
the  batch. 

§  146cdl37  Chlortetracycline-neomycin* 
streptomycin  ointment;  chlortetracy- 
cline-neomycin  •  dihydroetreptomycin 
ointment;  tetracycline  hydr<^hloride- 
neomycin-streptomycin  ointment ;  tet> 
racycline  hydi^hloride-neomycin-di- 
hydrostreptomycin  ointment. 

(a)  Chlortetracycline-neomycin-strep- 
tomycin  ointment,  chlortetracycline-ne- 
omycin-dihydrostreptomycin  ointment, 
tetracycline  hydrochloride-neomycin- 
streptomycin  ointment,  and  tetracycline 
hydrochloride  -  neomycin  -  dihy drostrep  - 
tomyciri  ointment  conform  to  all  require¬ 
ments  and  are  subject  to  all  procedures 
prescribed  by  §  146c.202  for  chlortetra- 
cycllne  hydrochloride  ointment  and 
tetracycline  hydrochloride  ointment, 
except  that: 

(1)  They  contain  not  less  than  28 
milligrams  of  chlortetracycllne  hydro¬ 
chloride  or  tetracycline  hydrochloride 
per  gram. 

(2)  They  contain  not  less  than  14 
milligrams  of  neomycin  per  gram.  The 
neomycin  used  conforms  to  the  require¬ 
ments  prescribed  by  §  146e.410  (a)  (2) 
of  this  chapter,  except  the  standard  for 
toxicity. 

(3)  They  contain  not  less  than  14  mil-  . 
ligrams  of  streptomycin  or  dihydrostrep¬ 
tomycin  per  gram.  The  streptomycin 
used  conforms  to  the  standards  pre¬ 
scribed  by  S  146b.i01  (a)  of  this  chapter, 
except  §146b.l01  (a)  (2).  (3).  (4).  and 
(5) .  The  dihydrostreptomycin  used  con¬ 
forms  to  the  standards  prescribed  by 
8  146b.  103  of  this  chapter,  except  the 
standards  for  sterilty,  toxicity,  pyrogens, 
and  histamine. 

(b)  Its  expiration  date  shall  be  36 
months  after  the  month  during  which 
the  batch  was  certified. 

(c)  In  addition  to  complsring  with  the 
requirements  of  §  146c.202  (d).  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  marks  and  (unless 
they  were  previously  submitted)  the  re¬ 
sults  and  dates  of  the  latest  tests  and 
assays  of  the  neomycin  and  streptomycin 
or  dihydrostreptomycin  used  in  making 
the  batch  for  potency,  moisture,  pH, 
streptomycin  content  of  the  dihydro¬ 
streptomycin  and  crystallinity  if  it  is 
crystalline  dihydrostreptomycin.  He 
^all  .also  submit  in  connection  with  his 
request  a  sample  consisting  of  not  less 
than  8  packages  of  such  ointment  and 


(unless  they  were  previously  submitted) 
accurately  representative  samples  of  the 
following,  in  the  quantities  indicated: 

(1)  The  neomycin  used  in  making  the 
batch:  5  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram. 

(2)  The  streptomycin  or  dihydrostrep¬ 
tomycin  used  in  making  the  batch;  8 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  0.5  gram. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $6.00  for  each  immediate  con¬ 
tainer  of  the  ointment. 

(2)  $4.00  for  each  inunediate  con¬ 
tainer  of  neomycin  and  streptomycin  or 
dlhydrostreptomycln. 

§  146c.238  Tablets  tetracycline  hydro¬ 
chloride  and  novobiocin. 

Tablets  tetracycline  hydrochloride  and 
novobiocin  are  tablets  that  conform  to  all 
requirements  and  procedures  prescribed 
by  8 146C.204  for  tetracycline  hydro¬ 
chloride  capsules,  except  that: 

(a)  Unless  they  are  intended  solely  for 
veterinary  use  and  are  conspicuously  so 
labeled,  each  tablet  shall  contain  not 
less  than  125  milligrams  of  novobiocin  as 
the  crystalline  monosodium  salt  or  cr3rs- 
talline  calcium  salt.  The  novobiocin 
used  conforms  to  the  requirements  for 
monosodium  novobiocin  prescribed  by 
8  146a.53  (a)  of  this  chapter,  or  if  cal¬ 
cium  novobiocin  is  iised,  it  is  produced  by 
the  growth  of  Streptomyces  niveus,  has  a 
potency  of  not  less  than  750  he,  per  milli¬ 
gram,  is  nontoxic,  has  a  moisture  con¬ 
tent  of  not  more  than  10  percent,  and  its 
pH  in  a  saturated  aqueous  solution  is 
not  less  than  6.5  and  not  more  than  8.5. 

(b)  The  moisture  content  of  the  tab¬ 
lets  is  not  more  than  6  percent.  Tablets 
not  exceeding  15  millimeters  in  diameter, 
or  not  intended  only  for  preparing  solu¬ 
tions,  shall  disintegrate  within  1  hour. 

(c)  The  expiration  date  of  the  drug 
shall  be  36  months. 

(d)  In  addition  to  complsdng  with  the 
requirements  of  8  146c.204.  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  and  if  required 
by  paragraph  (b)  of  this  section,  disin¬ 
tegration  tjme,  and  (unless  previously 
submitted)  the  results  and  the  date  of 
the  latest  tests  and  assays  of  the  novobio¬ 
cin  used  in  making  the  batch  for  potency, 
toxicity,  pH,  crystallinity,  and  moisture. 
He  shall  submit  a  sample  of  6  tablets  for 
disintegration-time  studies.  He  shall 
also  submit  in  connection  with  his  re¬ 
quest  (unless  previously  submitted)  a 
sample  consisting  of  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams  of  the 
novobiocin  used  in  making  the  batch. 

(e)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of  this 
section  shall  be: 

(1)  $1.00  for  each  tablet  submitted  in 
accordance  with  the  requirements  of 
8  146c.204(d)  (3)  (i). 

(2)  $3.00  for  all  tablets  submitted  for 
disintegration-time  studies  in  accord¬ 
ance  with  paragraph  (d)  of  this  section. 


§  146C.239  Tetracycline-novobiocin  for 
oral  suspension. 

Tetracycline-novobiocin  powder  for 
oral  suspension  conforms  to  all  require¬ 
ments  and  procedures  prescribed  by 
8  146C.205  for  tetracycline  powder,  ex¬ 
cept  paragraph  (f)  of  that  section,  and 
except  that: 

(a)  When  prepared  as  directed  in  its 
labeling,  each  milliliter  contains  12.5 
milligrams  of  crystalline  monosodium 
novobiocin  or  crystalline  calcium  novo¬ 
biocin  and  a  quantity  of  tetracycline 
equivalent  to  12.5  milligrams  of  tetra¬ 
cycline  hydrochloride.  The  novobiocin 
used  conforms  to  the  requirements  pre¬ 
scribed  by  8  146a.53  (a)  of  this  chapter 
or  §  146C.238. 

(b)  Its  moisture  content  is  not  more 
than  5  percent. 

(c)  [Reserved.] 

(d)  In  addition  to  complying  with  the 
requirements  of  8  146c.205,  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless 
previously  submitted)  the  results  and 
the  date  of  the  latest  tests  and  assays 
of  the  novobiocin  used  in  making  the 
batch  for  potency,  toxicity.  cryst&lUnity. 
pH,  and  moisture.  He  shall  also  submit 
ih  connection  with  his  request  a  sample 
consisting  of  not  less  than  6  immediate 
containers  of  the  batch  and  (unless  pre¬ 
viously  submitted)  a  sample  consisting 
of  10  packages,  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
300  milligrams  of  the  novobiocin  used 
in  making  the  batch. 

(e)  The  fees  for  the  services  rendered 
in  accordance  with  the  requirements  of 
paragraph  (d)  of  this  section  shall  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  of  the  batch  submitted. 

(2)  $4.00  for  each  inunediate  con¬ 
tainer  of  novobiocin  submitted. 

§  146c.240  Tetracycline-triacetylole-  I 
andomycin  syrup  (tetracycline-tri- 
acetyloleandomycin  oral  drops;  let- 
racycline-triacetyloleandomycin  horn, 
ogenized  mixture) . 

(a)  Tetracycline  -  triacetyloleando- 
mycin  syrup  conforms  to  all  require¬ 
ments  and  procedures  prescribed  by 
8  146C.217  for  tetracycline  ssmip,  except 
that: 

(1)  Each  milliliter  contains  a  quantity 
of  triacetyloleandomycin  equivalent  to 
not  less  than  8.0  milligrams  of  oleando¬ 
mycin  activity,  and  a  quantity  of  tetra¬ 
cycline  equivalent  to  not  less  than  16.0 
milligrams  of  tetracycline  hydrochlo¬ 
ride.  The  triacetyloleandomycin  used 
conforms  to  the  requirements  of 
8  146C.231  (a)  (1). 

(2)  It  may  contain  glucosamine  hy¬ 
drochloride. 

(3)  Its  pH  is  not  less  than  4.0  and 
not  more  than  7.0. 

(4)  [Reserved.] 

(5)  In  addition  to  complying  with 
8  146C.217  (d) ,  a  person  who  requests 
certification  of  a  batch  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark  and  (unless  they  were  pre¬ 
viously  submitted)  the  results  and  the 
date  of  the  latest  tests  and  assays  of  the 
triacetyloleandomycin  used  in  making 
the  batch  for  potency,  toxicity,  moistiure, 
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pH.  crystallinity.  Rr  value,  and  acetyl 
value.  He  shall  also  submit  in  connec¬ 
tion  with  his  request  a  sample  consist¬ 
ing  of  not  less  than  6  immediate 
containers  of  the  batch  and  (unless  it 
was  previously  submitted)  a  sample  con¬ 
sisting  of  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  300  milligrams  of  the  triacetylole- 
andomycin  used  in  making  the  batch. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
paragraph  (a)  (5)  of  this  section  shall 
be: 

(1)  $5.0C  for  each  immediate  con¬ 
tainer  in  the  sample  of  the  batch. 

(2)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  of  triacetyloleando- 
mycin  used  in  making  the  batch. 

§  146c.241  Chlortetracycline  seed. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
seed  is  dehulled  millet  seed  containing 
chlortetracycline.  It  contains  0.5  milli¬ 
gram  of  chlortetracycline  per  gram. 
Its  moisture  content  is  not  more  than 
10  percent.  The  chlortetracycline  used 
conforms  to  ttie  requirements  prescribed 
therefor  by  §  146c.201 '  (a) ,  except 
§  146C.201  (a)  (2) ,  (4) .  and  (5) .  or  to  the 
requirements  prescribed  by  §  146c.205 
(a).  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.  S.  P.  or 
N.  F..  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  ofOcial  com¬ 
pendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  well  closed 
container  as  defined  by  the  U.  S.  P.  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity.  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
that  are  normal  and  unavoidable  in 
good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  milligrams  of 
chlortetracycline  in  each  gram  of  the 
batch. 

(iii)  The  statement  “For  oral  veteri¬ 
nary  use  only.” 

(iv)  The  statement  “Expiration  date 

- the  blank  being  filled  in 

with  the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied,  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified  if  the  person  who  requests  cer¬ 
tification  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  show¬ 
ing  that  after  having  been  stored  for 
such  period  of  time  such  drug  as  pre¬ 
pared  by  him  complies  with  the  stand¬ 
ards  prescribed  by  paragraph  (a)  of  this 
section. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade- 
Quate  directions  and  warnings  for  Uie 
use  of  such  drug  by  the  laity.  Such 
circular  or  other  labeling  may  also  bear 


a  statement  that  a  brochure  or  ottier 
printed  matter  containing  information 
for  other  veterinary  uses  of  such  drug 
by  a  veterinarian  licensed  by  law  to  ad¬ 
minister  it  will  be  sent  to  such  veteri¬ 
narian  on  request. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  chlortetracycline 
used  in  making  such  batch  was  com¬ 
pleted,  the  number  of  milligrams  in  each 
immediate*  container,  the  quantity  of 
each  ingredient  used  in  making  the 
batch,  the  date  on  which  the  latest  assay 
of  the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
ingredient  used  in  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor,  if  any,  by  this  section. 

(2)  Elxcept  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of : 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  chlortetracycline  used  in 
making  the  batch:  Potency,  toxicity, 
moisture,  pH,  and  crystallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  One  container  for 
each  5,000  containers  in  the  batch,  but 
in  no  case  less  than  five  immediate  con¬ 
tainers.  Such  sample  shall  be  collected 
by  taking  single  immediate  containers 
at  such  intervals  throughout  the  entire 
time  the  containers  are  being  filled  that 
the  quantities  filled  during  Uie  intervals 
are  approximately  equal. 

(ii)  The  chlortetracycline  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams,  packaged 
in  accordance  with  the  requirements  of 
§  146C.201  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each,  containing  approximately  5  grams. 

(4)  The  results  referred  to  in  sub- 
paragraph  (2)  (ii)  of  this  paragraph  and 
the  sample  referred  to  in  subparagraph 

(3)  (ii)  of  this  paragraph  are  not  re¬ 
quired  if  such  results  or  sample  has  been 
previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i), 
(ii),and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 


such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
Issuance  of  a  certificate,  t;he  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagriq;>h  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146c.242  Tetracycline-neomycin  com¬ 
plex  powder  topical;  tetracycline  hy¬ 
drochloride-neomycin  sulfate  powder 
topical. 

(a)  Standards  of  identity,  strength, 
quality,  qnd  purity.  Tetracycline-noo- 
mycin  complex  powder  topical  is  a  dry 
powder  of  tetracycline-neomycin  com¬ 
plex;  tetracycline  hydrochloride-neomy¬ 
cin  sulfate  powder  topical  is  a  mixture 
of  equal  parts  of  crystalline  tetracycline 
hydrochloride  and  neomycin  sulfate. 
Each  may  contain  one  or  more  suitable 
and  harmles  diluents  and  suspending 
agents.  Each  is  sterile.  The  moisture 
content  of  tetracycline-neomycin  com¬ 
plex  powder  topical  is  not  more  than  7.5 
percent.  The  moisture  content  of  tetra¬ 
cycline  hydrochloride-neomycin  sulfate 
powder  topical  is  not  more  than  2.0 
percent.  The  tetracycline  hydrochloride 
used  conforms  to  the  requirements  of 
1 146c.218(a).  The  neomycin  sulfate 
used  conforms  to  the  standards  pre¬ 
scribed  by  S  146e.410(a)  (2)  of  this  chap¬ 
ter.  The  water-soluble,  acetone-insolu¬ 
ble  tetracycline-neomycin  complex  used 
contains  the  equivalent  of  400  milligrams 
of  tetracycline  hydrochloride  and  400 
milligrams  of  neomycin  base  per  gram. 
It  is  nontoxic,  has  a  moisture  cont^t 
of  not  more  than  7.5  percent,  and  its 
pH  in  a  1  percent  aqueous  solution  is 
not  less  than  7.5  and  not  more  than  9.0. 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  U.S.P.  or  NJ*.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging:  labeling;  request  for 
certification;  samples;  fees.  (1)  In  ad¬ 
dition  to  complying  with  the  require¬ 
ments  of  S  146C.230  (b)  and  (c),  each 
package  shall  bear  on  its  label  and  label¬ 
ing  the  number  of  milligrams  of  neomy¬ 
cin  per  gram  or  per  immediate  container. 
The  expiration  date  of  the  drug  shall  be 
12  months. 

(2)  In  addition  to  complying  with 
§  146c.230(d) ,  a  person  who  requests  cer¬ 
tification  of  a  batch  of  tetracycline- 
neomycin  complex  powder  topical  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  pre¬ 
viously  submitted)  the  results  and  the 
date  of  the  latest  tests  and  assays  of  the 
tetracycline-neomycin  complex  used  in 
making  the  batch  for  potracy,  toxicity, 
moisture,  and  pH.  He  shall  also  submit 
in  connection  with  his  request  a  sample 
consisting  of  10  immediate  containers 
of  the  batch  for  sterility  testing.  He 
shall  also  submit  in  connection  with  his 
request  (unless  previously  submitted)  a 
sample  consisting  of  10  packages  each 
containing  not  less  than  60  milligrams  of 
the  tetracycline-neomycin  complex  used 
in  making  the  batch.  In  addition  to 
complying  with  S  146c.230(d),  a  person 
who  requests  certification  ot  a  batch 
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of  tetracycline  hydrochloride-neomycin 
sulfate  powder  topical  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark  and  (unless  previously  sub¬ 
mitted)  the  results  and  the  date  of  the 
latest  tests  and  assays  of  the  neomycin 
Mjlfate  used  in  making  the  batch  for 
potency,  toxicity,  moisture,  and  pH  and 
for  the  tetracycline  hydrochloride  used 
he  shall  submit  his  results  for  toxicity. 
He  shall  also  submit  in  connection  with 
his  request  a  sample  consisting  of  10 
Immediate  containers  of  the  batch  for 
sterility  testing,  and  (unless  previously 
submitted)  a  sample  consisting  of  5 
packages  containing  approximately  equal 
portions  of  not  less  than  0.5  gram  each 
of  the  neomycin  sulfate  used  in  making 
the  batch. 

(3)  The  fe^'s  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of  this 
section  shall  be: 

(i)  $10.00  for  all  inunediate  containers 
submitted  for  sterility  testing. 

(il)  $5.00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(ill)  $5.00  for  each  immediate  con- 
tsdner  of  tetracycline-neomycin  complex 
used  in  making  the  batch. 

(iv)  $4.00  for  each  immediate  con¬ 
tainer  of  neomycin  sulfate  used  in  mak¬ 
ing  the  batch  of  tetracycline  hydrochlo¬ 
ride-neomycin  sulfate  powder  topical. 

§  146c.243  Capsules  tetracycline  hydro¬ 
chloride  -  triacetyloleandomycin  -  ny¬ 
statin. 

CiqMules  tetracycline  hydrochloride- 
triacetyloleandomycin-nystatin  conform 
to  all  requirements  and  procedures 
prescribed  by  S  146c.231  fcM*  tetrscycline 
hydrochloride  and  triacetyloleandomycin 
capsules,  except  that: 

(a)  Each  capsule  contains  not  less 
than  125.000  units  of  nystatin.  The  ny¬ 
statin  used  conforms  to  the  standards 
prescribed  by  §  146c.224  (a) . 

(b)  The  expiration  date  of  the  drug 
shall  be  18  months. 

(c)  In  addition  to  complying  with  the 
requirements  of  S  14€c.231  (a)  (4).  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark  and 
(unless  they  were  previously  submitted) 
the  results  and  the  date  of  the  latest 
tests  and  assays  of  the  nystatin  used  in 
making  the  batch  for  potency,  toxicity. 
pH.  moisture,  and  identity.  He  shall 
also  submit  in  connection  with  his  re¬ 
quest  (unless  it  was  previously  sub¬ 
mitted)  a  sample  consisting  of  10  pack¬ 
ages,  estch  containing  approximately 
equal  portions  of  not  less  than  300  milli¬ 
grams  of  the  nystatin  used  in  making  the 
batch. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $1.25  for  each  capsule. 

(2)  $4.00  for  each  immediate  container 
of  ns^tatin. 

§  146c.244  Tetracycline  hydrochloride- 
neomycin  spray  ointment  topicaL 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Tetracycline  hydro¬ 
chloride-neomycin  spray  ointment  top¬ 
ical  is  tetracycline  hydrochloride  and 


neomycin  in  a  suitable  and  harmless 
ointment  base  and  one  or  more  suitable 
and  harmless  inert  gases.  Each  gram  of 
ointment  contains  not  less  than  15  mil¬ 
ligrams  of  tetracycline  hydrochloride 
and  not  less  than  15  milligrams  of  neo¬ 
mycin.  It  is  sterile.  Its  moisture  con¬ 
tent  is  not  more  than  3.0  percent.  The 
tetracycline  hydrochloride  used  conforms 
to  the  requirements  of  S  146c.218  (a) . 
except  §146c.218  (a)  (1).  (2).  (3).  (4). 
and  (5) .  but  its  potency  is  not  less  than 
720  fig.  per  milligram.  The  neomycin 
used  conforms  to  the  standards  pre¬ 
scribed  by  §  146e.410  (a)  (2)  of  this 
chapter  for  potency,  moisture,  and  pH. 
Each  other  ingredient  used,  if  its  name  is 
recognized  in  the  U.  S.  P.  or  N.  P.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  ofBcial  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  quality, 
or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused  that 
are  normal  and  unavoidable  in  good 
packaging,  storage,  and  distribution 
practice  shall  be  disregarded.  Each  such 
container  shall  contain  not  less  than  30 
grams  of  ointment  and  shall  contain 
one  or  more  suitable  and  harmless 
inert  gases. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act),  each  package'  shall  bear 
on  the  outside  wrapper  or  container  and 
the  immediate  container  the  statement 

“Expiration  date _ ,”  the  blank 

being  filled  in  with  the  date  that  is  24 
months  after  the  month  during  which 
the  batch  was  certified. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  ade¬ 
quate  for  the  veterinary  use  of  the  drug 
by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  dates  on 
which  the  latest  assays  of  the  tetracy¬ 
cline  hydrochloride  and  neomycin  used 
in  making  such  batch  were  completed, 
the  quantity  of  each  ingredient  used  in 
making  such  batch,  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed,  and  that  each 
ingredient  used  in  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 


with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following,  ■ 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(1)  The  batch:  The  number  of  milli¬ 
grams  of  tetracycline  hydrochloride  and 
the  number  of  milligrams  of  neomycin 
per  gram;  sterility;  moisture. 

(ii)  The  tetracycline  hydrochloride 
and  neomycin  used  in  making  the  batch: 
Potency,  moisture,  pH,  crystallinity. 

-  (3)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following : 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  six  immediate  con¬ 
tainers. 

(b)  For  sterility  testing:  10  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quwtities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal 

(ii)  The  tetracycline  hydrochloride 
used  in  making  the  batch:  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  60  milligrams, 
packaged  in  accordance  with  the  require¬ 
ments  of  §  146C.218  (b). 

(iii)  The  neomycin  used  in  making  the 
batch:  Five  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram. 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  component  of  the  ointment  base, 
each  containing  approximately  200 
grams. 

(4)  The  results  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
samples  referred  to  in  subparagraph  (3) 
(ii)  and  (iii)  of  this  paragraph  are  not 
required  if  such  results  or  samples  have 
been  previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $5.00  for  each  immediate  container 
in  the  sample  submitted  in  accordance 
with  paragraph  (d)  (3)  (i)  (a)  of  this 
section;  $10.00  for  all  immediate  con¬ 
tainers  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  section; 
$4.00  for  each  immediate  container  in 
the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (ii),  (iii),  and 
(iv)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  for  the  issuance  of  a 
certificate,  the  cost  of  such  investiga- 
•  tions. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 
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§  1 46o.245  Tetracycline-triacetyloleand' 
omycin  for  oral  suspension. 

Tetracycline  -  triacetyloleandomycin 
for  oral  suspension  conforms  to  all 
requirements  and  procedures  prescribed 
by  §  146C.240  for  tetracycline-triacetyl- 
oleandomycin  syrup,  except  that: 

(a)  It  is  a  dry  powder  which,  when 
reconstituted  with  a  diluent  as  directed 
in  its  labeling,  conforms  to  the  standards 
prescribed  for  tetracycline-triacetylo- 
leandomycin  syrup. 

(b)  Its  moisture  content  is  not  more 
than  5  percent. 

§  146c.246  Tetracycline  hydrochloride- 
neomycin  in  oil  suspension. 

(a)  Tetracycline  hydrochloride-neo¬ 
mycin  in  oil  suspension  conforms  to  all 
requirements  and  is  subject  to  all  pro¬ 
cedures  prescribed  by  §  146c.202  for 
tetracycline  hydrochloride  ointment, 
except  that: 

(1)  It  contains  not  less  than  10  milli¬ 
grams  of  neomycin  per  milliliter.  The 
neomycin  used  conforms  to  the  require¬ 
ments  prescribed  by  §  146e.410(a)  (2)  of 
this  chapter,  except  the  standard  for 
toxicity. 

(2)  If  it  is  intended  solely  for  veter¬ 
inary  use,  it  may  contain  one  or  more 
suitable  fungicides  and  mlticides.  If  it 
contains  such  ingredients,  the  labeling 
shall  bear  the  name  and  quantity  of  each 
contained  in  each  milliliter. 

(3)  Its  labeling  shall  also  show  the 
quantity  of  neomycin  contained  in  each 
milliliter. 

(b)  In  addition  to  complying  with  the 
requirements  of  8  146c.202(d),  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and,  unless  it 
was  previously  submitted,  the  results  and 
the  date  of  the  latest  tests  and  assays  of 
the  neomycin  used  in  making  the  batch 
for  potency,  moisture,  and  pH.  He  shall 
also  submit  in  connection  with  his 
request  a  sample  consisting  of  not  less 

'  than  6  packages  of  such  drug  and,  unless 
it  was  previously  submitted,  a  sample 
consisting  of  5  packages  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram  of  the  neomycin  used  in 
making  such  batch. 

(c)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of  this 
section  shall  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  of  the  oil. 

(2)  $4.00  for  each  sample  of  neomycin. 

§  146c.247  Chlortetracycline  hydrochlo¬ 
ride  impregnated  surgical  siik. 

(a)  Standards  of  identity,  strength. 
Quality,  and  purity.  Chlortetracycline 
hydrochloride  impregnated  surgical  silk 
is  surgical  silk  that  is  impregnated  with 
crystalline  chlortetracycline  hydrochlo¬ 
ride.  Its  content  of  chlortetracycline 
hydrochloride  is  not  less  than  1.5  percent 
of  the  total  weight  of  the  suture.  It  is 
sterile.  Its  moisture  content  is  not  more 
than  4  percent.  The  chlortetracycline 
hydrochloride  used  conforms  to  the 
standards  prescribed  by  8  146c.201(a), 
except  8146c.201(a)  (2),  (4).  and  (5). 
The  sirngical  silk  used  conforms  to  the 
standards  prescribed  therefor  by  the 


U.S.P.  for  nonabsorbable  surgical 
sutures. 

(b)  Packaging.  The  sutures  shall  be 
packaged  in  tight  containers  as  defined 
by  the  U.S.P.  The  immediate  containers 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destroying  the  seal 
and  shall  be  of  such  composition  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand-  ' 
ards,  except  that  minor  changes  so 
caused  that  are  normal  and  unavoidable 
in  good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded.  Each 
immediate  container  may  contain  a 
suitable  sterile  surgical  needle. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  milligrams  of 
chlortetracycline  hydrochloride  per 
suture. 

(iii)  The  length,  size,  and  tsrpe  of  silk 
contained  in  the  package. 

(iv)  The  statement  “Expiration  date 

_ ,“  the  blank  being  filled  in 

with  the  date  that  is  24  months  after  Uie 
month  during  which  the  batch  was 
certified. 

(v)  The  statement  “Caution:  Fedend 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(2)  [Reserved] 

(3)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it 
is  packaged  for  dispensing,  adequate  di¬ 
rections  and  warnings  for  its  use  by 
practitioners  licensed  by  law  to  adminis¬ 
ter  such  drug. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  8  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
niunber  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  chlortetracycline 
hydrochloride  used  in  making  such  batch 
was  completed,  the  potency  of  each  gram 
of  the  surgical  silk,  the  date  on  which  the 
latest  assay  of  the  batch  was  completed, 
and  a  statement  that  the  surgical  silk 
used  in  making  the  batch  conforms  to 
the  requirements  prescribed  therefor  by 
this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Average  potency  per 
suture,  moisture,  and  sterility. 

(ii)  The  chlortetracycline  hydrochlo¬ 
ride  used  in  making  the  batch:  Potency, 
toxicity,  moisture,  pH,  and  cnrstallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 


(a)  For  all  tests  except  sterility:  1 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  20 
packages. 

(b)  For  sterility  testing:  10  packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chlortetracycline  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  60  milligrams,  packaged 
in  accordance  with  the  requirements  of 
§  146c.201(b). 

(iii)  In  case  of  an  initial  request  for 
certification:  1  package  consisting  of 
approximately  1.0  gram  of  the  surgical 
silk  used. 

(4)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagiaph  (3) 
(ii)  of  this  paragraph  are  not  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

-  (e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  section 
shall  be:  • 

(1)  $1.50  for  each  package  in  the  sam¬ 
ple  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a) ;  $4.00  for  each 
package  in  the  samples  submitted  in 
accordance  with  paragraph  (d)(3)  (ii) 
and  (iii)  of  this  section;  $10.00  for  all 
containers  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina  ¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
8  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  investiga¬ 
tions. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  pars^aph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8(d)  of 
this  chapter. 

§  146c.248  Rolitetracycline. 

(a)  Standards  of  identity,  'Strength, 
quality,  and  purity.  Rolitetracycline 
is  the  crystalline  N-(pyrrolidinomethyl) 
derivative  of  a  kind  of  tetracycline.  It 
is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  900  /ig. 
per  milligram  on  the  anhydrous  basis. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  mot  more 
than  3.0  percent. 

(4)  Its  pH  is  an  aqueous  solution  pre¬ 
pared  by  adding  10  milligrams  per  milli¬ 
liter  is  not  less  than  7.0  and  not  more 
than  9.0,  and  such  solution  is  substan¬ 
tially  clear. 

(5)  Its  absorptivity  at  380  m/t  is 
100±4.4  percent  of  the  rolitetracycline 
working  standard  similarly  treated,  both 
calculated  on  the  anhydrous  basis. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  USP.,  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength. 
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Quality,  or  purity  of  the  contents  beyond 
any  limits  therefor  in  applicable  stand¬ 
ards,  excQ>t  that  minor  changes  so 
caused  that  are  normal  and  unavoidable 
in  good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  of  rolitet- 
racycline  shall  bear  on  its  outside 
wrapper  or  container  and  the  immediate 
container,  as  hereinafter  indicated,  the 
following: 

(1)  The  batch  mark. 

(2)  The  number  of  micrograms-  of 
rolitetracycline  per  milligram  and  the 
total  number  of  grams  in  the  immediate 
container. 

(3)  The  statement  “Expiration  date 

_ ,“  the  blank  being  filled  in 

with  the  date  that  is  18  months  after 
the  month  during  which  it  was  certified, 
except  that  the  blank  may  be  filled  in 
with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified  if  the  person  who  requests  certi¬ 
fication  has  submitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  showing 
that  after  having  been  stored  for  such 
period  of  time  such  drug  as  prepared 
by  him  complies  with  the  standards  pre¬ 
scribed  in  paragraph  (a)  of  this  section. 

(4)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription." 

(5)  The  statement  “For  manufactur¬ 
ing  use  only.” 

(6)  The  statement  “Not  sterile." 

(d)  Request  for  certification,  check 
tests,  and  assays;  samples.  (1)  In  addi¬ 
tion  to  comparing  with  the  requirements 
of  8  146.2  of  this  chapter,  a  person  who 
requests,  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number 
of  packages  of  each  size  in  the  batch,  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  the  batch  was  com¬ 
pleted.  Such  request  shall  be  accom¬ 
panied  or  followed  by  the  results  of  tests 
and  assays  made  by  him  on  the  batch  for 
potency,  toxicity,  moisture,  pH,  crystal¬ 
linity,  absorptivity,  and  identity. 

(2)  Such  person  i^all  submit  with  his 
Inquest  an  acciirately  representative 
sample  of  the  batch  consistii^  of  10 
packages,  each  containing  approximately 
250  milligrams  taken  from  a  different 
part  of  such  batch,  and  each  packaged 
in  accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  rolitetracycline  is  to  be  used,  the 
manufacturer  of  the  batch  that  is  to  be 
so  used  may  request  the  Commissioner  to 
make  check  tests  and  assays  on  a  sample 
of  such  batch  taken  as  prescribed  in  sub- 
paragraph  (2)  of  this  paragraph.  .  From 
the  information  required  by  subpara¬ 
graph  (1)  of  this  paragraph  may  be 
omitted  results  of  tests  and  assays  not 
required  for  the  batch  when  used  in  such 
other  drug.  The  Commissioner  shall 
report  to  such  manufacturer  the  results 
of  such  check  tests  and  assays  as  are  so 
requested. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  im- 
der  the  regulations  in  this  part  shall  be: 


(1)  $4-00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  and 
(3)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  8  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fees 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8(d)  of 
this  chapter. 

§  146c.249'  Rolitetracycline  for  intra¬ 
venous  use. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Rolitetracycline  for 
intravenous  use  is  a  dry  mixture  of  roli¬ 
tetracycline  and  one  or  more  suitable 
buffer  substances.  It  is  sterile.  It  is 
nontoxic.  It  is  nonpyrogenic.  It  con¬ 
tains  no  histmnine  nor  histamine-like 
substances.  Its  moisture  content  is  not 
more  than  5  percent.  Its  pH  in  an 
aqueous  solution  containing  10  milli¬ 
grams  per  milliliter  is  not  less  than  3.0 
and  not  more  than  4.5.  The  rolitetracy¬ 
cline  used  conforms  to  the  requirements 
of  §  146c.248(a).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.S.P.  or  NJF.,  conforms  to  the  standards 
prescribed  therefor  by  such  official 
compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.SP.,  shall  be 
sterile  at  the  time  of  filling  and  closing* 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destro3ring  the  seal, 
and  shall  be  of  such  composition  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards.  except  that  minor  changes  so 
caused  that  are  normal  and  unavoidable 
in  good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded.  The 
immediate  containers  shall  be  of  color¬ 
less  transparent  glass,  closed  by  a  sub¬ 
stance  through  which  a  hypodermic 
needle  may  be  introduced  and  withdrawn 
without  removing  the  closure  or  destroy¬ 
ing  its  effectiveness.  Each  such  con¬ 
tainer  shall  contain  not  less  than  100 
milligrams  of  rolitetracycline.  and  each 
may  be  packaged  in  combination  with  a 
container  of  a  suitable  and  hannless 
diluent. 

(c)  Labeling.  In  addition  to  the  la¬ 
beling  requirements  prescribed  by  §  1.106 
(b)  of  this  chapter  (regulations  issued 
under  section  502(f)  of  the  act),  each 
package  shall  bear  on  its  label  or  label¬ 
ing,  as  hereinafter  indicated,  the  follow¬ 
ing: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  12  months  after  the  month  during 
which  the  batch  was  certified,  except 
that  the  blank  may  be  filled  in  with  the 
date  that  is  24  months  after  the  month 


during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  a 
statement  of  the  conditions  under  which 
solutions  prepared  from  the  drug  should 
be  stored  and  the  statement  “Use  within 
6  hours  after  reconstitution." 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  8  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and.  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  rolitetracycline 
used  in  making  such  batch  was  com¬ 
pleted,  the  number  of  milligrams  of  roli¬ 
tetracycline  in  each  package,  the  date  on 
which  the  latest  assay  of  the  drug  com¬ 
prising  the  batch  was  completed,  the 
quantity  of  each  other  ingredient  used  in 
making  the  batch,  and  a  statement  that 
each  such  ingredient  conforms  t<rthe 
requirements  prescribed  therefor  by  this 
section.  If  such  batch  or  any  part 
thereof  is  to  be  packaged  with  a  diluent, 
such  request  shall  also  be  accompanied 
by  a  statement  that  such  diluent  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  the  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Potency,  sterility,  tox¬ 
icity,  pyrogens,  histamine,  moisting,  pH. 

(ii)  The  rolitetracycline  used  in  mak¬ 
ing  the  batch:  Potency,  absorptivity, 
crystallinity,  and  identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispensing, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000 
immediate  containers  in  the  batch, 
but  in  no  case  less  than  10  immediate 
containers. 

(5)  For  sterility  testing:  10  immedi¬ 
ate  containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packt^ed  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  rolitetracycline  used  in  mak¬ 

ing  the  batch:  10  packages  containing 
approximately  equal  portions  of  not  less 
than  250  milligrams,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
8 146c.248(b).  I 

(iii)  In  case  of  an  Initial  request  for 
certification,  each  other  Ingredient  used 
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in  making  the  batch:  One  package 
each,  containing  approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
the  certification  of  a  batch  that  is  to  be 
packaged  in  combination  with  a  diluent 
that  is  not  recognized  by  the  XJJ3JP.  or 
when  any  change  is  made  in  the  compo¬ 
sition  of  such  diluent:  Five  packages  of 
the  diluent  included  in  the  combination. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
0.25  gram. 

(ii)  For  sterility  testing:  10  packages, 
each  containing  approximately  40  milli¬ 
grams  of  rolitetracycline. 

Each  such  package  shall  be  packaged  in 
accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(5)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph  are  not  re¬ 
quired  if  such  result  and  sample  have 
^en  previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d) (3) (i) (a), 
(ii),  (iii),  (iv),  and  4(i)  of  this  section; 
$10.00  for  all  containers  submitted  in 
accordance  with  paragraph  (d)  (3)  (i)  (b) 
and  (4)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations  other  than  examination 
of  such  packages  are  necessary  to  deter¬ 
mine  whether  or  not  such  batch  complies 
with  the  requirements  of  §  146.3  of  this 
chapter  for  the  issuance  of  a  certificate, 
the  cost  of  such  investigations. 

The  fees  prescribed  by  subriaragraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  iinless  such  fees 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146c.250  Rolitetracycline  for  intra¬ 
muscular  use. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Rolitetracycline  for 
intramuscular  use  is  a  dry  mixture  of 
rolitetracycline  and  one  or  more  suitable 
buffer  substances  and  anesthetic  agents. 
It  is  sterile.  It  is  nonpyrogenic.  Its 
moisture  content  is  not  more  than  5  per¬ 
cent.  Its  pH  in  an  aqueous  solution  con¬ 
taining  10  milligrams  per  milliliter  is  not 
less  than  3.0  and  not  more  than  4.5.  The 
rolitetracycline  used  conforms  to  the  re¬ 
quirements  of  §  146C.248  and  it  contains 
no  histamine  nor  histamine-like  sub¬ 
stances.  Each  other  substance  used,  if 
its  name  is  recognized  in  the  U.S.P.  or 
NF.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  compen¬ 
dium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.SP.,  shall  be 
sterile  at  the  time  of  filling  and  closing, 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destroying  the  seal. 
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and  shall  be  of  such  (KNnposition  as  win 
not  cause  any  diange  in  the  strength, 
quality,  ox  purity  of  the  contents  beyemd 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  that  are  normal  and  unavoidaUe 
in  good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disr^arded.  The 
Immediate  containers  shall  be  of  color¬ 
less  transparent  class,  closed  by  a  sub¬ 
stance  through  which  a  hypodermic 
needle  may  be  introduced  and  withdrawn 
without  removing  the  closure  or  destroy¬ 
ing  its  effectiveness.  Each  such  con¬ 
tainer  shall  contain  not  less  than  100 
milligrams  of  rolitetracycline,  and  each 
may  be  packaged  in  combination  with 
a  container  of  a  suitable  and  harmless 
diluent. 

(c)  Labeling.  In  addition  to  the 
labeling  requirements  prescribed  by 
§  1.106(b)  of  this  chapter  (regulations 
issued  imder  section  502(f)  of  the  act), 
each  package  shall  bear  on  its  label  or 
labeling,  as  hereinafter  indicated,  the 
following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  12  months  after  the  month  during 
which  the  batch  was  certified,  except 
that  the  blank  may  be  fiUed  in  with  the 
date  that  is  24  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  store  l  for  £uch  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  a 
statement  of  the  conditions  under  which 
solutions  prepared  from  the  drug  should 
be  stored  and  the  statement  “Use  within 
6  hours  after  reconstitution.” 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size  in 
such  batch,  the  batch  mark  and  (un¬ 
less  it  was  previous  submitted)  the 
date  on  which  the  latest  assay  of  the 
rolitetracycline  used  in  making  such 
batch  was  completed,  the  number  of 
milligrams  of  rolitetracycline  in  each 
package,  the  date  on  which  the  latest 
assay  of  the  drug  comprising  the  batch 
was  completed,  the  quantity  of  each 
other  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section.  If 
such  batch  or  any  part  thereof  is  to  be 
packaged  with  a  diluent,  such  request 
shall  also  be  accompanied  by  a  state¬ 
ment  that  such  diluent  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  the  results  of  the  tests 
and  assays  listed  after  each  of  the  fol¬ 


lowing,  made  by  him  on  an  accurately 
representative  sample  of: 

(1)  The  batch:  Potency,  sterility,  py¬ 
rogens.  moisture,  pH. 

(ii)  The  rolitetracycline  used  in  mak¬ 
ing  the  batch:  Potency,  toxicity,  hista¬ 
mine.  absorptivity,  crystallinity,  and 
identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (5)  of  this  paragraph,  if 
such  batch  is  packaged  for  dispense, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accuratdy  representa¬ 
tive  samples  of  the  following : 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000 
immediate  containers  in  the  batch,  but 
in  no  case  less  than  10  imr::ediate 
containers. 

(b)  For  sterility  testing:  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
pack£«ing  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  rolitetracycline  used  in  mak¬ 
ing  the  batch:  10  packages  containing 
approximately  equal  portions  of  not  less 
than  250  milligrams,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146c.248(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each,  containing  approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
the  certification  of  a  batch  which  is  to 
be  packaged  in  combination  with  a  dilu¬ 
ent  that  is  not  recognized  by  the  nJS.P. 
or  when  any  change  is  made  in  the  com¬ 
position  of  such  diluent:  Five  packages 
of  the  diluent  included  in  the 
combination. 

(4)  If  such  batch  is  packaged  for  re¬ 
packing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
0.25  gram. 

(ii)  For  sterility  testing:  10  packages, 
each  containing  approximately  40  milli¬ 
grams  of  rolitetracycline. 

Each  such  package  shall  be  packaged 
in  accordance  with  the  requirements  of 
paragragh  (b)  of  this  section. 

(5)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph  are  not  required 
if  such  result  and  sample  have  been 
previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
imder  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)(a), 
(U),  (iii),  (iv),  and  (4)  (i)  of  this  sec¬ 
tion;  $10.00  for  an  containers  submitted 
in  accordance  with  paragraph  (d)  (3)  (i) 
(b)  and  (4)  (ii)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations  other  than  examination 
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of  such  packages  are  necessary  to  deter¬ 
mine  whether  or  not  such  batch  com¬ 
plies  with  the  requirements  of  8  148^ 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fees 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8 146.8(d) 
of  this  chapter. 

§  146C.251  Demethylchlortetracycline 
hydrochloride. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Demethylchlortetra- 
cycline  hydrochloride  is  the  crystalline 
hydrochloride  salt  of  the  6-demethyl 
homolog  of  chlort«tracycline  or  a  mix¬ 
ture  of  two  or  more  such  salts.  It  is  so 
purified  and  dried  that: 

(1)  Its  potentcy  is  not  les  than  900 
(ig.  per  milligram  on  the  anhydrous  basis. 

(2)  It  is  nontoxic. 

(3)  Its  moistiire  content  is  not  more 
than  2.0  percent. 

(4)  Its  pH  in  an  aqueous  solution  con¬ 
taining  10  milligrams  per  milliliter  is  not 
less  than  2.0  and  not  more  than  3.0. 

(5)  Its  absorptivity  at  385  m/i  is 
100±4.2  percent  of  the  demethylchlortet- 
racycline  hydrochloride  working  stand¬ 
ard  similarly  treated,  both  calculated  on 
the  anhydrous  basis. 

(b)  Packaging.  In  all  cases  the  imme¬ 
diate  containers  shall  be  tight  containers 
as  defined  by  the  U.SP.  and  shall  be 
of  such  composition  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limits  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  nor¬ 
mal  and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice*  shall 
be  disregarded. 

(c)  Labeling.  Each  package  of  de- 
methylchlortetracycline  shaU  bear  on  its 
outside  wrapper  or  container  and  the 
immediate  container,  as  hereinafter  in¬ 
dicated,  the  following: 

(1)  The  batch  mark. 

(2)  The  number  of  micrograms  of 
demethylchlortetracycline  per  milligram 
and  the  total  number  of  grams  in  the 
immediate  container. 

(3)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in  with 

the  date  that  is  36  months  after  the 
month  during  which  it  was  certified. 

(4)  The  statement  “For  use  only  in 
the  manufacture  of  nonparenteral 
drugs." 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complying  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number 
of  packages  of  each  size  in  the  batch, 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
drug  comprising  the  batch  was  com¬ 
pleted.  Such  request  shall  be  accompa¬ 
nied  or  followed  by  results  of  tests  and 
assays  made  by  him  on  the  batch  for 


potency,  toxicity,  moisture,  pH,  crystal¬ 
linity.  absorptivity,  and  identity. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch  consisting  of  10 
packages,  each  containing  approximately 
250  milligrams  taken  from  a  different 
part  of  such  batch  and  each  packaged 
in  accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(3)  In  connection  with  contemplated 
requests  for  certification  of  batches  of 
another  drug  in  the  manufacture  of 
which  demethylchlortetracycline  is  to  be 
used,  the  manufacturer  of  the  batch  that 
is  to  be  so  used  may  request  the  Com¬ 
missioner  to  make  check  tests  and  assays 
on  a  sample  of  such  batch  taken  as  pre¬ 
scribed  by  subparagraph  (2)  of  this 
paragraph.  Prom  the  information  re¬ 
quired  by  subparagraph  (1)  of  this 
paragraph  may  be  omitted  results  of  tests 
and  assays  not  required  for  the  batch 
when  used  in  such  other  drug.  The 
Commissioner  shaU  report  to  such  manu¬ 
facturer  the  results  of  such  check  tests 
and  assays  as  are  so  requested. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
imder  the  regulations  in  this  section 
shall  be: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  and  (3)  of  this 
section. 

(2)  If  the  Commissioner  considers  that 
investigations  other  than  examination  of 
such  immediate  containers  are  necessary 
to  determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate.  the  cost  of  such  investigations. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fees 
are  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146c.252  Capsules  demethylchlortet¬ 
racycline  hydrochloride. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Capsules  demethyl¬ 
chlortetracycline  hydrochloride  are  cap¬ 
sules  composed  of  crystalline  demethyl¬ 
chlortetracycline  hydrochloride,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  buffer  substances,  vegetable  oils, 
preservatives,  diluents,  binders,  lubri¬ 
cants,  colorings,  and  flavorings,  enclosed 
in  a  gelatin  capsule.  Each  capsule  shall 
contain  not  less  than  50  milligrams  of 
demethylchlortetracycline  hydrochlo¬ 
ride,  except  if  it  is  intended  for  veteri¬ 
nary  use  each  capsule  shall  contain  not 
less  thEin  25  milligrams.  Its  moisture 
content  is  not  more  than  2.0  percent. 
The  demethylchlortetracycline  hydro¬ 
chloride  used  conforms  to  the  require¬ 
ments  prescribed  by  §  146c.251(a) .  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  U.SP.  or  NP.,  conforms 
to  the  standards  prescribed  therefor  by 
such  ofBcial  compendium. 

(b)  Packdging.  Unless  each  capsule  is 
enclosed  in  a  foil  or  plastic  film  and  such 
enclosure  is  a  tight  container  as  defined 
by  the  n.SP.,  except  the  provision  that 
it  shall  be  capable  of  tight  reclosure,  the 
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immediate  container  shall  be  a  tight 
container  as  so  defined.  The  immediate 
container  may  also  contain  a  desiccant 
separated  from  the  capsules  by  a  plug  of 
cotton  or  other  like  material.  The  com¬ 
position  of  the  immediate  container,  or 
of  the  foil  or  film  enclosure,  shall  be 
such  as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
imavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling — (1)  If  it  is  packaged 
for  dispensing  and  intended  for  use  by 
man.  In  addition  to  the  labeling  re¬ 
quirements  prescribed  by  §  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act) ,  each  package 
shall  bear  on  the  outside  wrapper  or 
container  and  the  immediate  container 

the  statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the 
date  that  is  36  months  after  the  month 
during  which  the  batch  was  certified. 

(2)  If  it  is  packaged  for  dispensing 
and  intended  solely  for  veterinary  use. 
Its  label  and  labeling  shall  comply  with 
all  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement,  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  demethylchlorte¬ 
tracycline  hydrochloride  used  in  making 
such  batch  was  completed,  the  number 
of  milligrams  in  each  capsule,  the  quan¬ 
tity  of  each  ingredient  used  in  making 
the  batch,  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed,  and  a  statement  that 
each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  with  his  request 
results  of  the  tests  and  assays  listed  after 
each  of  the  following,  made  by  him  on  an 
accurately  representative  sample  of : 

(i)  The  batch:  Average  potency  per 
capsule  and  average  moisture. 

(ii)  The  demethylchlortetracycline 
hydrochloride  used  in  making  the  batch: 
Potency,  toxicity,  moisture,  pH,  crystal¬ 
linity,  absorptivity,  and  identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurately  representative  / 
samples  of  the  following: 

.  (i)  The  batch:  One  capsule  for  each 
5,000  capsules  in  the  batch,  but  in  no 
case  less  than  30  capsules,  collected  by 
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taking  single  capsules  at  such  intervals 
throughout  the  entire  time  of  prepara¬ 
tion  that  the  quantities  encapsulated 
during  the  intervals  are  approximately 
equal. 

(ii)  The  demethylchlortetracycline 
hydrochloride  used  in  making  the  batch: 

10  packages,  each  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
250  milligrams,  packaged  in  accordance 
with  the  requirements  of  S  146c.251(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
In  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph  are  not  required  if 
such  result  and  sample  have  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $0.75  for  each  capsule  in  the  sam¬ 
ple  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  of  this  section;  $4.00  for 
each  package  in  the  samples  submitted 
in  accordance  with  paragraph  (d)  (3)  (ii) 
and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  capsules  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification,  unless  such 
fees  are  covered  by  an  advance  deposit 
maintained  in  accordance  with  S  146.8 
(d). 

§  146C.253  Demethjdclilortetnicycline. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Demetli^lchlortet- 
racycline  is  the  hydrated  or  anhydrous 
crystalline  compound  of  the  6-demethyl 
homolog  of  chlortetracycline  or  a  mix¬ 
ture  of  two  or  more  such  compoimds.  It 
is  so  purified  smd  dried  that: 

(1)  Its  potency  is  not  less  than  970 
micrograms  per  milligram  on  the  anhy¬ 
drous  basis. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  7.5  percent. 

(4)  Its  pH  in  an  aqueous  solution  con¬ 
taining  10  milligrams  per  milliliter  is  not 
less  than  4.0  and  not  more  than  5.5. 

(5)  Its  absorptivity  at  380  m/i,  calcu¬ 
lated  on  the  anhydrous  basis,  is  107.4 
±3.88  percent  of  the  demethylchlorte¬ 
tracycline  hydrochloride  working  stand¬ 
ard  treated  as  described  in  §  141c.218(e). 

(b)  Packaging;  labeling;  request  for 
certification,  check  tests  and  assays, 
samples;  fees.  Demethylchlortetracy¬ 
cline  conforms  to  all  requirements  and 
procedures  prescribed  for  demethylchlor¬ 
tetracycline  hydrochloride  by  §  146c.251 
(b) ,  (c) ,  (d) ,  and  (e) . 

§  l46c.254  Demethylchlortetracycline 
for  oral  saspensicm. 

(a)  Standards  of  identity,  strength, 
Quality,  and  purity.  Demethychlortetra- 


cycllne  for  oral  suspension  is  crystalline 
demethylchlortetracycline  with  or 
without  suitable  and  harmless  buffer 
substances,  preservatives,  diluents,  color¬ 
ings,  and  flavorings.  When  the  suspen¬ 
sion  is  prepared  as  directed  in  its  label¬ 
ing,  each  milliliter  contains  a  quantity 
of  demethylchlortetracycline  equivalent 
to  not  less  than  15  milligrams  of  de¬ 
methylchlortetracycline  hydrochloride. 
Its  moisture  content  is  not  more  than  5 
percent.  The  demethylchlortetracycline 
used  conforms  to  the  requirements  of 
§  146c.251(a).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.Sf .  or  N.F.,  conforms  to  the  standards 
prescribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  UJSP.  The  com¬ 
position  of  the  immediate  container  shall 
be  such  as  will  not  cause  any  change  in 
the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
conges  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling.  In  addition  to  the 
labeling  requirements  prescribed  by 
S  1.106(b)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  act), 
each  package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  statement  '‘Expiration 

date _ ,”  the  blank  being  filled 

in  with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complyiiig  with 
the  requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size  in 
such  batch,  the  batch  mark  and  (unless 
it  was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  demethyl¬ 
chlortetracycline  used  in  making  such 
batch  was  completed,  the  number  of  mil¬ 
ligrams  in  each  Immediate  container,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  the  date  on  which  the  lat¬ 
est  assay  of  the  drug  comprising  su(ffi 
batch  was  completed,  and  a  statement 
that  each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shaU  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of : 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  demethylchlortetracycline 
used  in  making  the  batch:  Potency,  tox¬ 
icity.  moisture,  pH,  crystallinity,  absorp¬ 
tivity,  and  identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here- 

,  inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 


(i)  The  batch:  One  immediate  con¬ 
tainer  for  each  5.000  containers  in  the 
batch,  but  in  no  case  less  than  5  immedi¬ 
ate  containers,  unless  each  such  con¬ 
tainer  is  packaged  to  contain  more  than 
1.0  gram,  in  which  case  the  sample  shall 
consist  of  1.0  gram  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  five  1.0-gram  portions. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  or  1.0-gram 
portions  at  such  intervals  throughout  the 
entire  time  the  containers  are  being  filled 
that  the  quantities  filled  during  the  in¬ 
tervals  are  approximately  equal. 

(ii)  The  demethylchlortetracycline 
used  in  making  the  batch:  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  250  milligrams, 
packaged  in  accordance  with  the  require¬ 
ments  of  §  146c.251(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient 
used  in  making  the  batch :  One  package 
of  each  containing  approximately  5 
grams. 

(4)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagraph 

(3)(ii)  of  this  paragraph,  are  not  re¬ 
quired  if  such  result  or  sample  has  been 
previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
imder  the  regulations  in  this  section 
shall  be: 

(1)  $4.00  for  eaeh  immediate  con¬ 
tainer  in  the  samples  kibmitted  in 
accordance  with  paragraph  (d)(3)  (i). 

(ii) .  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
Issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fees  prescribed  by  subparagraph 
(1)  of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fees  are  covered  by  an  advance  deposit 
maintained  in  accordance  with 
S  146.8(d)  of  this  chapter. 

§  146c.255  Demethylchlortetracycline 
•  y  r  n  p  (demethylchlortetracycline 
o^  drops). 

(a)  Demethylchlortetracycline  S3n:up 
is  a  syrup  that  contains  demethylchlor¬ 
tetracycline  with  or  without  one  or  more 
suitable  and  harmless  buffer  substances, 
suspending  and  stabilizing  agents,  and 
preservatives,  suspended  in  a  suitable 
and  harmless  vehicle.  Each  milliliter 
contains  a  quantity  of  demethylchlor¬ 
tetracycline  equivalent  to  not  less  than 
15  milligrams  of  demethylchlortetra¬ 
cycline  hydrochloride.  The  pH  is  not 
less  than  4.0  and  not  more  than  5.5. 
The  crystalline  demethylchlortetra¬ 
cycline  used  conforms  to  the  require¬ 
ments  of  §  146c.251(a) .  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  UJSP.  or  NP.,  conforms  to  the  stand¬ 
ards  prescribed  ^erefor  by  such  official 
compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  UJSP.  and  shall 


13196 


RULES  AND  REGULATIONS 


be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normal  and  imavoidable  in  good  packag* 
ing,  storage,  and  distribution  practice 
shaU  be  disregarded. 

(c)  Labeling.  In  addition  to  the  label¬ 
ing  requirements  prescribed  by  §  1.106(b) 
of  this  chapter  (regulations  issued  under 
section  502(f)  of  the  act),  each  package 
Shall  bear  on  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 

statement  “Expiration  date _ ,” 

the  blank  bei^  filled  in  with  the  date 
that  is  12  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified,  except 
that  the  blank  may  be  filled  in  with  the 
date  that  is  24  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him  com¬ 
plies  with  the  standards  prescribed  by 
paragraph  (a)  of  this  section. 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  complsdng  with  the 
requirements  of  S  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
niunber  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  demethyl- 
chlortetracycline  used  in  making  such 
batch  was  completed,  the  date  on  which 
the  latest  assay  of  the  drug  comprising 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of : 

(i)  The  batch:  Average  potency  per 
milliliter,  pH. 

(ii)  The  demethylchlortetracycline 
used  in  making  the  batch:  Potency, 
toxicity,  moisture,  pH,  crystallinity,  ab¬ 
sorptivity,  and  identity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  One  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5  packages,  collected  by 
taking  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  demethylchlortetracycline 
used  in  making  the  batch:  10  packages 
each  containing  approximately  equal 
portions  of  not  less  than  250  mUligrams, 
packaged  in  accordance  with  the  re¬ 
quirements  of  §  146c.251(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 


in  making  the  batch:  One  package  of 
each  containing  e^proximately  6  grams. 

(4)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph  and  the 
sample  referred  to  in  subparagraph 

(3) (ii)  of  this  paragraph,  are  not  re- 
(luired  if  such  result  or  sample  has  been 
previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  section 
shall  be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)(3)  (i),  (ii),  and  (iii)  of 
this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
c(»nplies  with  the  requirements  of  fi  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fees  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fees 
are  covered  by  an  advance  deposit  main-* 
tained  in  accordance  with  8  146.8(d)  of 
this  chapter. 

§  146c.256  Chlortetracycline  hydrochlo* 
ride  in  oil  oral  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
hydrochloride  in  oil  oral  veterinary  is 
crystalline  chlortetracycline  hydrochlo¬ 
ride  in  a  suitable  and  harmless  vegetable 
oil  base.  It  contains  not  less  than  50 
milligrams  of  chlortetracycline  hydro¬ 
chloride  per  milliliter.  Its  moisture  con¬ 
tent  is  not  more  than  1.0  percent.  The 
chlortetracycline  hydrochloride  used 
conforms  to  the  requirements  of 
§  146c.201(a),  except  §146c.201(a)  (2), 

(4) ,  and  (5).  Each  other  ingredient 
used,  if  its  name  is  recognized  in  the 
U.SP.  or  N.P.,  conforms  to  the  standards 
prescribed  therefor  by  such  oflBcial 
compendium. 

(b)  Packaging.  The  immediate  con¬ 
tainers  shall  be  well  closed  or  tight  con¬ 
tainers  as  defined  by  the  U.SP.  They 
shall  be  .of  such  composition  as  will  not 
cause  any  change  in  the  strength,  quality, 
or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
that  are  normal  and  imavoidable  in  good 
marketing,  storage,  and  distribution 
practice  shall  be  disregarded.  Unless  it 
is  packaged  for  repacking,  each  such 
container  shall  be  filled  with  a  volume  of 
chlortetracycline  hydrochloride  in  oil  in 
excess  of  that  designated,  which  excess 
shall  be  sufficient  to  permit  the  with¬ 
drawal  and  the  administration  of  the 
volume  indicated,  whether  administered 
in  single  or  multiple  doses. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  of 
the  package: 

(i)  Tl)e  batch  mark. 

(ii)  The  number  of  milligrams  of 
chlortetracycline  hydrochloride  per 
milliliter. 

(iii)  The  statement  “Expiration  date 
- ,“  the  blank  being  filled  in 


with  the  date  that  is  24  months  after  the 
month  during  which  the  batch  was 
certified. 

(iv)  The  statement  “For  oral  use  in 
suckling  pigs  only.** 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complsring  with  the 
requirements  of  8  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
niunber  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  chlortetracycline 
hydrochloride  used  in  making  such  batch 
was  completed,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the  drug 
was  completed,  and  a  statement  that 
each  component  of  the  oil  base  used  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of : 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  chlortetracycline  hydrochlo¬ 
ride  used  in  making  the  batch:  Potency, 
toxicity,  moisture,  pH,  and  crystallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  herein¬ 
after  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  1  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5  packages,  collected  by 
taking  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chlortetracycline  used  in 
making  the  batch:  10  packages,  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  60  milligrams  each,  packaged 
in  accordance  with  the  requirements  of 
§  146c.201(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  1  package  of  each 
component  of  the  oil  base,  each  contain¬ 
ing  approximately  200  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch  of 
the  drug  under  the  regulations  in  this 
part  shall  be: 

(1)  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)(3)  (i),  (ii),  and  (iii)  of 
this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necessary  to 
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determine  whether  or  not  such  batch 
complies  with  the  requirements  of  8  146.3 
of  this  chapter  for  the  issuance  of  a  cer* 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146c.257  Tetracycline-amphotericin  B 
for  oral  syrup;  tetracycline-ampho¬ 
tericin  B  for  oral  drops. 

Tetracycline-amphotericin  B  for  oral 
syrup  and  tetracycline-amphotericin  B 
for  oral  drops  conform  to  all  require¬ 
ments  and  procedures  prescribed  by 
§  146C.205  for  tetracycline  powder,  except 
§  146c.205(f )  and  except  that: 

(a)  When  reconstituted  as  directed  in 
the  labeling,  each  milliliter  of  the  oral 
syrup  shall  contain  a  quantity  of  tetra¬ 
cycline  equivalent  to  not  less  than  25 
milligrams  of  tetracycline  hydrochloride 
and  not  less  than  5  milligrams  of  am¬ 
photericin  B;  and  each  milliliter  of  the 
oral  drops  shall  contain  a  quantity  of 
tetracycline  equivalent  to  not  less  than 
100  milligrams  of  tetracycline  hydro¬ 
chloride  and  not  less  than  20  milligrams 
of  amphotericin  B.  The  amphotericin 
B  used  is  produced  by  the  growth  of 
Streptomyces  nodosus.  It  is  a  yellow  to 
orange  powder.  It  is  insoluble  in  water 
(neutral  pH) ,  anhydrous  alcohols,  esters, 
ethers,  benzene,  and  toluene.  It  is  solu¬ 
ble  in  dimethylformamide  and  dimethyl 
sulfoxide.  Its  potency  is  not  less  than 
750  fig.  per  milligram  on  an  anhydrous 
basis.  It  contains  not  more  than  15  per¬ 
cent  of  amphotericin  A.  It  is  nontoxic. 
Its  pH  in  a  3  percent  aqueous  suspen¬ 
sion  is  not  less  than  6.0  and. not  more 
than  8.0.  Its  moisture  content  is  not 
more  than  3  percent.  It  exhibits  ab¬ 
sorption  maxima  at  362,  381,  and  405  xn/t 
when  dissolved  in  dimethyl  sulfoxide  and 
diluted  with  absolute  methanoL 

(b)  Its  moisture  content  is  not  more 
than  2.5  percent. 

(c)  The  expiration  date  shall  be  18 
months,  except  that  it  may  be  24  months 
if  the  person  who  requests  certification 
has  submitted  to  the  Commissioner  re¬ 
sults  of  tests  and  assays  showing  that 
after  having  been  stored  for  such  period 
of  time  such  drug  as  prepared  by  him 
complies  with  the  standards  prescribed 
by  paragraph  (a)  of  this  section. 

(d)  In  addition  to  comphring  with  the 
requirements  of  §  146c.205(d),  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless 
they  were  previously  submitted)  the  re¬ 
sults  and  date  of  the  latest  tests  smd  as¬ 
says  of  the  amphotericin  B  used  in  mak¬ 
ing  the  batch  for  potency,  toxicity,  pH, 
moisture,  identity,  and  amphotericin  A 
content.  He  shall  also  submit  in  con¬ 
nection  with  his  request  a  sample  con¬ 
sisting  of  not  less  than  6  immediate 
containers  of  the  batch  and  (unless  it 
was  previously  submitted)  a  sample  con¬ 
sisting  of  10  packages,  each  containing 
approximately  equed  portions  of  not  less 
than  300  milligrams  of  the  amphotmricin 
B  used  in  making  the  batch. 

(e)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 


paragraph  (d)  of  this  section  shall  be: 

(1)  $5.00  for  each  Immediate  con¬ 
tainer  in  the  sample  of  the  batch. 

(2)  $4.00  for  each  Immediate  con¬ 
tainer  of  the  amphotericin  B  used  in 
making  the  batch. 

§  146c.258  Demethylchlortetracycline 
hydrochloride  ointment. 

Demethylchlortetracycline  hydro¬ 
chloride  ointment  is  an  ointment  Uiat 
conforms  to  all  the  requirements  and  is 
subject  to  all  procedures  prescribed  by 
8  146C.202  for  chlortetracycline  hydro¬ 
chloride  ointment,  except: 

(a)  It  contains  demethylchlortetracy¬ 
cline  hydrochloride  in  lieu  of  chlor¬ 
tetracycline  hydrochloride.  The  de¬ 
methylchlortetracycline  hydrochloride 
used  conforms  to  the  requirements  of 
§  146c.251(a)  except  §  146c.251(a)  (2). 
A  person  who  requests  certification  of  a 
batch  of  ointment  shall  submit  in  con¬ 
nection  with  his  request  the  following 
results  of  his  tests  and  assays  made  on 
the  demethylchlortetracyclhie  hydro¬ 
chloride  used  in  making  the  batch: 
Potency,  moisture,  pH,  crystallinity,  ab¬ 
sorptivity,  and  Identity. 

(b)  The  labeling  shall  comply  with  the 
requirements  prescribed  by  8  1.106(b)  of 
this  chapter  (regulations  issued  under 
section  502(f)  of  the  act).  Its  expira¬ 
tion  date  shall  be  18  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified. 

§  146c.259  Demethylchlortetracycline 
hydrochloride-nystatin  capsules. 

Demethylchlortetracycline  hydro- 
chloride-nystatin  capsules  are  capsules 
that  conform  to  all  reqxiirements  and  are 
subject  to  all  procedures  prescribed  by 
§  146C.252  for  capsules  demethylchlor- 
tetracsrcline  hydrochloride,  except  Uiat: 

(a)  Each  capsule  contains  not  less 
thim  250,000  units  of  nystatin.  The 
nystatin  used  conforms  to  the  require¬ 
ments  prescribed  therefor  by  8  146C.222 
(a). 

(b)  The  average  moisture  content  of 
the  capsules  is  not  more  than  5.0  percent. 

(c)  Its  expiration  date  shall  be  the 
date  that  is  18  months  after  the  month 
during  which  the  batch  was  certified. 

(d)  In  addition  to  complying  with  the 
requirements  of  8  146c.252(d).  a  p^son 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and  as¬ 
says  of  the  nsrstatin  used  in  making  the 
batch  for  potency,  toxicity,  pH,  moisture, 
and  identily.  He  shall  also  submit 
in  connection  with  his  request  (un¬ 
less  it  was  previously  submitted)  a  sam¬ 
ple  consisting  of  10  packages,  each  con- 
tahiing  approximately  equal  portions  of 
not  less  than  300  milligrams  of  the 
nystatin  used  in  making  the  batch. 

(e)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $1.00  for  each  capsule. 

(2)  $4.00  for  each  immediate  container 
of  nystatin. 

§  146<u260  Capsules  teiracyclme  phos* 
phale  com^ea-ampliolratciH  & 

TbtracycUne  phosphate  complex-am¬ 
photericin  B  capsules  are  capsules  that 


conform  to  all  the  requirements  and 
procedures  prescribed  by  8  146c.204  for 
tetracycline  phosphate  complex  capsules, 
except  that: 

(a)  Each  capsule  contains  not  less 
than  25  milligrams  of  unphotericin  B. 
The  amphotericin  B  used  conforms  to  the 
requirements  prescribed  for  amphoteri¬ 
cin  B  by  8  146c.257(a). 

(b)  Its  moisture  content  is  not  more 
than  6.3  percwt. 

(c)  Labeling.  The  expiration  date  of 
the  drug  shall  be  12  months,  except  that 
the  date  that  is  18  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied  may  be  used  if  the  person  who  re¬ 
quests  certification  has  submitted  to  the 
Commissioner  results  of  tests  and  assays 
showing  that  such  drug  as  prepared  by 
him  is  stable  for  such  period  of  time. 

(d)  In  addition  to  complsdng  with  the 
requirements  of  8  146c.204(d),  a  person 
who  requests  certification  of  a  batch 
shaU  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark  and  (un¬ 
less  they  were  previously  submitted)  the 
results  and  date  of  the  latest  tests  and 
assays  of  the  amphotericin  B  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  moisture,  identity,  and  am^otericin 
A  content.  He  shall  also  submit  in  con¬ 
nection  with  his  request  (unless  it  was 
previously  submitted)  a  sample  consist¬ 
ing  of  10  packages,  eadh  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  300  milligrams  of  the  amphotericin 
B  used  in  making  the  batdx. 

(e)  The  fees  for  the  services  rend¬ 
ered  with  respect  to  the  samples  submit¬ 
ted  in  accordance  with  the  requirements 
of  paragraph  (d)  of  this  section  shall 
be: 

(1)  $1.00  for  each  capsule. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  amphotericin  B  used  in 
making  the  batch. 

§  146C.261  TetracycIine-noTfibiocin  oral 
suspension  (tetracycline-novobiocin 
oral  drops;  tetracycline-novobiocin 
symp). 

Tetracycline-novobiocin  oral  suspen¬ 
sion  is  a  suspension  of  tetracycline  and 
calcium  novobiocin  which  conforms  to 
all  requirements  and  procedures  pre¬ 
scribed  by  8  146cJ239  for  tetracycline- 
calcium  novobiocin  for  oral  suspension 
when  the  dry  powder  is  prepared  as  di¬ 
rected  in  its  labeling,  except  8  146c.239 
(b) ,  and  except  that: 

(a)  Each  milliliter  contains  12.5  milli¬ 
grams  of  crystalline  calcium  novobiocin 
and  a  quantity  of  tetracycline  equivalent 
to  12.5  milligrams  of  tetracycline  hydro¬ 
chloride;  or  it  contains  62.5  milligrams 
of  crystalline  calcium  novobiocin  and  a 
quantity  of  tetracycline  equivalent  to 
62.5  milligrams  of  tetracycline  hydro¬ 
chloride. 

(b)  The  pH  is  .not  less  than  6.0  nor 
more  than  7.0. 

(c)  The  expiration  date  is  18  months 
after  the  month  during  which  the  batch 
was  certified. 

§  146C.262  Tetrucjcline-aniphotcricin  B 
syrup;  tetrueyclinc-ami^otrricin  B 
oral  drifts. 

Tetracy(dine-amphotericin  B  ssrrup 
and  tetracycline-amphotericin  B  oral 
drops  conform  to  all  requirements  and 
procedures  prescribed  by  8  146C.257  for 
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tetracycline-amphotericin  B  for  oral 
syrup  and  tetracycline-amphotericin  B 
for  oral  drops  that  have  been  recon¬ 
stituted  as  directed  in  the  labeling,  ex¬ 
cept  9  146c.257(b) ,  and  except  that: 

(a)  Its  pH  is  not  less  than  4.0  nor  more 
than  5.0. 

(b)  The  expiration  date  of  the  drug 
shall  be  12  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified,  ex¬ 
cept  that  the  blank  may  be  filled  in  with 
the  date  that  is  18  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified  if  the  person  who  requests  certi¬ 
fication  has  submitted  to  the  Conunis- 
sioner  results  of  tests  and  assays  show¬ 
ing  that  such  drugs  as  prepared  by  him 
is  stable  for  such  period  of  time. 

§  146c.263  Demethylchlortetracrcline* 
nystatin  for  oral  suspension. 

Demethylchlortetracycline-nystatin 
for  oral  suspension  conforms  to  all  re¬ 
quirements  and  procedures  prescribed  by 
§  146C.254  for  demethylchlortetracycline 
for  oral  suspension,  except  that: 

(a)  When  reconstitute  as  directed  in 
the  labeling,  each  milliliter  of  oral  sus¬ 
pension  shall  contain  a  quantity  of  de¬ 
methylchlortetracycline  hydrochloride 
equivalent  to  not  less  than  15  milligrams 
of  demethylchlortetracycline  hydrochlo¬ 
ride  and  not  less  than  25,000  units  of 
nystatin.  The  nystatin  u^d  conforms 
to  the  standards  prescribed  therefor  by 
§  146c.224(a). 

(b)  The  expiration  date  of  the  drug 
shall  be  12  months. 

(c)  In  addition  to  complying  with  the 
requirements  of  9  146c.254(d),  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  they 
were  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and 
assays  of  the  nystatin  used  in  making 
the  batch  for  potency,  toxicity,  pH.  mois¬ 
ture.  and  identity.  He  shall  submit  in 
connection  with  his  request  a  sample 
consisting  of  one  package  for  each  5,000 
packages  in  the  batch,  but  in  no  case  less 
than  6  packages,  collected  by  tcddng 
single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal,  and  (unless  it  was  previously  sub¬ 
mitted)  a  sample  consisting  of  10  pack¬ 
ages,  each  containing  approximately 
equal  portions  of  not  less  than  300  milli¬ 
grams  of  the  nystatin  used  in  making  the 
batch. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  of  the  batch. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  nystatin  used  in  making 
the  batch. 

§  146c.264  Chlortetracycline  bisulfate. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
bisulphate  is  the  crystalline  acid  sulfate 
salt  of  chlortetracycline,  containing 
butyl  alcohol  bound  to  or  complexed  with 
it.  It  is  so  purified  and  dried  that: 

(1)  Its  potency  is  equivalent  to  not 
less  than  760  micrograms  of  chlortetra¬ 


cycline  hydrochloride  per  milligram 
when  corrected  for  the  moisture  and 
butyl  alcohol  content. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  2.0  percent. 

(4)  Its  butyl  alcohol  content  is  not 
more  than  15  percent. 

(5)  Its  sulfate  content  is  not  less  than 
15  percent  when  corrected  for  moisture 
and  butyl  alcohol  content. 

(6)  Its  absorptivity,  when  corrected 
for  its  moisture  and  butyl  alcohol  con¬ 
tent.  is  89  percent  ±6  percent  of  that 
of  the  chlortetracycline  hydrochloride 
working  standard  similarly  treated  and 
calculated  on  the  anhydrous  basis. 

(b)  Packaging.  In  all  cases,  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  UJ5P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be 
disregarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  outside  wrapper  or  container 
and  the  immediate  container: 

(1)  The  batch  mark. 

(2)  The  number  of  milligrams  of 
chlortetracycline  hydrochloride  equiva¬ 
lent  per  gram  and  the  number  of  grams 
in  the  immediate  container. 

(3)  The  statement  '‘Expiration  date 

_ ! _ the  blank  l^ing  filled  in 

with  the  date  that  is  48  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified. 

(4)  The  statement  “For  use  only  in  the 
manufaeture  of  nonsterile  veterinary 
drugs.” 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  9  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch,  the  number  of  milligrams  of 
chlortetracycline  hydrochloride  equiva¬ 
lent  per  gram,  and  the  total  number  of 
grams  in  each  package.  Such  request 
shall  be  accompanied  or  followed  by  the 
results  of  tests  and  assays  made  by  him 
on  the  batch  for  potency,  toxicity,  mois¬ 
ture.  butyl  alcohol  content,  sulfate  con¬ 
tent,  absorptivity,  and  crystallinity. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  consisting  of  10 
packages  each  containing  approximately 
0.5  gram  taken  from  a  different  part  of 
such  batch,  and  each  shall  be  packaged 
in  accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  ^th  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be : 

(1)  $4.00  for  each  immediate  contain¬ 
er  in  the  sample  submitted  in  accordance 
with  paragraph  (d)  (2)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations  other  than  the  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 


ments  of  9  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  imless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146c.265  Oilortetracycline  bisulfate 
soluble  powder  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chlortetracycline 
bisulfate  soluble  powder  veterinary  is 
chlortetracycline  bisulfate  with  or  with¬ 
out  one  or  more  suitable  and  harmless 
colorings,  buffer  substances,  and  dilu¬ 
ents.  It  contains  the  equivalent  of  25.6 
grams  or  102.4  grams  of  chlortetracycline 
hydrochloride  per  pound  of  powder.  The 
moisture  content  is  not  more  than  2  per¬ 
cent.  The  chlortetracycline  bisulfate 
used  conforms  to  the  requirements  of 
9  146C.264.  Each  other  substance  used, 
if  its  name  is  recognized  in  the  U.S.P.  or 
N.F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  compen¬ 
dium. 

(b)  Packaging.  In  all  cases,  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.S.P.  The  com¬ 
position  of  the  immediate  container  shall 
be  such  as  will  not  cause  any  change  in 
the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limits  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
imavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  grams  of  chlortet¬ 
racycline  hydrochloride  equivalent  per 
pound  in  the  immediate  container. 

(iii)  The  niunber  of  pounds  of  powder 
in  each  immediate  container. 

(iv)  A  statement  to  the  effect  that  it 
is  to  be  administered  only  in  the  drink¬ 
ing  water  of  poultry,  and  that  it  should 
not  be  given  to  laying  chickens. 

(V)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 
Such  circular  or  other  labeling  may  also 
bear  a  statement  that  a  brochure  or 
other  printed  matter  containing  infor¬ 
mation  for  other  veterinary  uses  of  such 
drug  by  a  veterinarian  licensed  by  law 
to  administer  it  will  be  sent  to  such  vet¬ 
erinarian  on  request. 

(d)  Request  for  certification:  samples. 
(1)  In  addition  to  complsdng  with  the 
requirements  of  9  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark  and 
(unless  it  was  previously  submitted)  the 


Saturday,  December  29,  1962 


FEDERAL  REGISTER 


13199 


date  on  which  the  latest  assay  of  the 
chlortetracycline  bisulfate  used  in 
making  such  batch  was  completed,  the 
number  of  grams  of  chlortetracycline 
hydrochloride  equivalent  per  pound,  the 
number  of  poimds  of  powder,  the  num¬ 
ber  of  packages  of  each  size  in  the  batch, 
the  quantity  of  each  ingredient  used  in 
making  the  batch,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  a  statement 
that  each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Potency  and  moisture. 

(ii)  The  chlortetracycline  bisulfate 
used  in  making  the  batch:  Potency, 
toxicity,  moisture,  butyl  alcohol  content, 
sulfate  content,  absorptivity,  and  crys¬ 
tallinity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  One  1-ounce  portion 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  five 
1 -ounce  portions.  Such  sample  shall 
be  collected  by  taking  single  1-ounce 
portions  at  such  intervals  throughout 
the  entire  time  the  containers  are  being 
filled  that  the  quantities  filled  during 
the  intervals  are  approximately  equal. 

(ii)  The  chlortetracycline  bisulfate 
used  in  making  the  batch:  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  0.5  gram,  pack¬ 
aged  in  accordance  with  the  require¬ 
ments  of  §  146c.264(b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  The  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
the  sample  referred  to  in  subp^agraph 
(3)  (ii)  of  this  paragraph  are  not  re¬ 
quired  if  such  result  or  sample  has  been 
previously  submitted. 

(e)  Fees.  The  tee  for  the  sendees 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (i) ,  (ii) ,  and 

(iii)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations  other  than  examination 
of  such  immediate  containers  are  nec¬ 
essary  to  determine  whether  or  not  such 
batch  complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  inves¬ 
tigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8(d)  of 
this  chapter. 


PART  146d— CERTIFICATION  OF 
CHLORAMPHENICOL  AND  CHLOR¬ 
AMPHENICOL  -CONTAINING 
DRUGS 

Sec. 

146d.301  Chloramphenicol. 

146d.302  Chloramphenicol  capeules. 

146<1.3<^  Chloramphenicol  ointment  (chlor¬ 
amphenicol  cream). 

146d.304  Chloramphenicol  ophthalmic. 
14ed.305  Chloramphenicol  palmltate. 

146d.306  Chloramphenicol  palmltate  oral 
suspension. 

146<i.307  Chloramphenicol  solution;  chlor¬ 
amphenicol  for  aqueous  injec¬ 
tion. 

146d.308  Chloramphenicol  otic;  chloram¬ 
phenicol  topical. 

146d.3()9  Chloramphenicol  -  streptomycin 
capsTiles;  chloramphenicol-dihy¬ 
drostreptomycin  capsules. 

146d.310  Chloramphenicol  tablets. 

146d.311  Chloramphenicol  palmitate-strep- 
tomycin  oral  suspension;  chlor¬ 
amphenicol  palmitate-dlhydro- 
streptomycln  oral  suspension. 
146d.312  Chloramphenicol-neomycin  oint¬ 
ment. 

146d.313  Chloramphenicol-polirmyzln  oint¬ 
ment. 

146d.314  Chloramphenicol  sodium  succi¬ 
nate. 

146d.S15  Chloramphenicol  sodium  succi¬ 
nate  for  aqueous  injection. 
146d.316  Chloramphenicol  —  paramomycin 
ointment. 

AxrrHoarrT:  §§  146d.301  to  146d.316  Issued 
under  sec.  507,  69  Stat.  463,  as  amended;  21 
U.S.C.  357. 

§  146cl.301  Chloramphenicol. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloramphenicol  is 
a  white  to  grayish-white  or  yellowish- 
white  crystalline  powder,  occurring  as 
needles  or  elongated  plates.  It  is  neu¬ 
tral,  slightly  soluble  in  water,  but  freely 
soluble  in  alcohol.  It  has  the  chemical 
formula  D-  ( — )  -f/ireo-l-p  -  nitrophenyl- 
2-dichloracetamido- 1 ,3-propanediol.  It 
is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  900  mi¬ 
crograms  per  milligram; 

(2)  It  is  sterile; 

(3)  It  is  nontoxic; 

(4)  It  is  nonpjrrogenic; 

(5)  It  contains  no  histamine  nor  his- 
tamine-like  substances; 

(6)  Its  pH  in  saturated  aqueous  solu¬ 
tion  is  not  less  than  4.5  and  not  more 
than  7.5; 

(7)  Its  specific  rotation  in  absolute 
ethanol  at  20°  C.  is  -|-20°±1.5°,  and  at 
25°  C.  is  +18.5°  ±1.5°; 

(8)  Its  melting  point  is  151°  C.  ±2°; 

(9)  Its  absorptivity  at  278  ium  does 
not  vary  more  than  ±3  percent  from 
that  of  the  chloramphenicol  working 
standard,  similarly  treated. ' 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destroying  the 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards.  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 


In  case  it  is  packaged  for  dispensing,  it 
shall  be  in  Immediate  containers  of  col¬ 
orless  transparent  glass,  closed  by  a  sub¬ 
stance  through  which  a  hypodermic  nee¬ 
dle  may  be  introduced  and  withdrawn 
without  removing  the  closure  or  destroy¬ 
ing  its  effectiveness;  each  such  container 
shall  contain  not  more  than  1.0  gm..  and 
each  may  be  packaged  in  combination 
with  a  suitable  and  harmless  diluent. 

(c)  Labeling — (1)  If  it  is  packaged 
for  dispensing  and  it  is  intended  for  use 
by  man.  In  addition  to  the  labeling 
prescribed  by  §  1.106(b)  of  this  chapter, 
issued  pursuant  to  section  502(f)  of  the 
act.  each  package  shall  bear  on  its  label  or 
labeling,  as  hereinafter  indicated,  the 
following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement,  “Warning — Blood 
dyscrasias  may  be  associated  with  the  use 
of  chloramphenicol.  It  is  essential  that 
adequate  blood  studies  be  made.  (See 
enclosed  warnings  and  precautions).’’ 

■  (b)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  which  is  60  months  after 
the  month  diiring  which  the  batch  was 
certified:  Provided,  however.  That  such 
expiration  date  may  be  omitted  from  the 
immediate  container  if  it  contains  a 
single  dose  and  it  is  packaged  in  an  in¬ 
dividual  wrapper  or  container. 

(ii)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bearing 
directions,  precautions,  and  warnings  for 
its  use  by  physicians  shall  begin  with 
the  following  statements,  which  shall 
be  underscored  or  italicized: 

(a)  “Warning — Serious  and  even  fatal 
blood  dyscrasias  (aplastic  anemia,  hypo¬ 
plastic  anemia,  thrombocytopenia, 
granulocytopenia)  are  known  to  occur 
after  the  administration  of  chlo- 
ramphenicoL  Blood  dyscrasias  have 
occurred  after  both  short-term  and  pro¬ 
longed  therapy  with  this  drug.  Bearing 
in  mind  the  possibility  that  such  re¬ 
actions  may  occur,  chloramphenicol 
should  be  used  only  for  serious  infections 
caused  by  organisms  that  are  susceptible 
to  its  antibacterial  effects.  Chloram¬ 
phenicol  should  not  be  used  when  other 
less  potentially  dangerous  agents  will  be 
effective;  or  in  the  treatment  of  trivial 
infections  such  as  colds,  influenza,  or 
viral  infections  of  the  throat;  or  as  a 
prophylactic  agent.’’ 

(b)  “Precautions — It  is  essential  that 
adequate  blood  studies  be  made  during 
treatment  with  the  drug.  While  blood 
studies  may  detect  early  peripheral  blood 
changes,  such  as  leukopenia  or  granulo¬ 
cytopenia,  before  they  become  irreversi¬ 
ble,  such  studies  cannot  be  relied  upon 
to  detect  bone  marrow  depression  prior 
to  development  of  aplastic  anemia." 

(2)  If  it  is  packaged  for  dispensing 
and  it  is  intended  solely  for  veterinary 
use.  Its  label  and  labeling  shall  com¬ 
ply  with  all  the  requirements  of  sub- 
paragraph  (1)  of  this  paragraph  except 
subdivisions  (i)  (a)  and  (ii) ;  smd  in  lieu 
of  the  statement  “Caution:  Federal  law 
pr(^bits  dispensing  without  prescrip¬ 
tion"  each  package  shall  include  infor¬ 
mation  containing  directions,  precau- 
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tions,  and  warnings  adequate  for  the 
veterinary  use  of  the  drug  by  the  laity. 

(3)  If  it  is  packaged  solely  for  manu¬ 
facturing  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrap¬ 
per  or  container  and  the  immediate  con¬ 
tainer  the  following: 

(1)  The  number  of  micrograms  of 
chloramphenicol  per  milligram  or  per 
gram  and  the  number  of  grams  or  kilo¬ 
grams  in  the  immediate  container. 

(ii)  The  batch  mark. 

(iii)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(iv)  The  statement  “For  manufactur¬ 
ing  use,”  “For  repacking,”  or  “For  manu¬ 
facturing  use  or  repacking.” 

(v)  The  expiration  date  required  by 
subparagraph  (1)  (i)  (b)  of  this  para¬ 
graph. 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complsring  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person  who 
requests  certification  of  a  batch  of  chlor¬ 
amphenicol  shall  submit  with  his  request 
a  statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  the 
batch,  the  number  of  grams  in  each 
package,  and  (unless  it  was  previously 
submitt^)  the  date  on  which  the  latest 
assay  of  the  drug  comprising  the  batch 
was  completed.  Such  request  shall  be 
accompanied  or  followed  by  the  results 
of  tests  and  assa3rs  made  by  him  on  the 
batch  for  potency,  sterility,  toxicity, 
P3rrogens,  histamine.  pH,  specific  rota¬ 
tion,  melting  point,  and  absorptivity.  If 
such  batch  or  any  part  thereof  is  to  be 
packaged  with  a  solvent,  such  request 
shall  also  be  accompanied  by  a  statement 
that  such  solvent  conforms  to  the  re¬ 
quirements  prescribed  therefor  by  this 
section. 

(2)  If  such  batch  is  packaged  for  dis¬ 
pensing,  such  person  shall  submit  with 
his  request  an  accxirately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility;  1  im¬ 
mediate  container  for  each  5,000  immedi¬ 
ate  containers  in  such  batch,  but  in  no 
case  less  than  8  immediate  containers. 

(ii)  For  sterility  testing;  10  immediate 
containers. 

Such  sample  shall  be  collected  by  taking 
single  immediate  containers  at  such  In¬ 
tervals  throughout  the  entire  time  of 
^^packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal 

(3)  If  such  batch  is  packaged  for 
repacking  or  for  use  as  an  ingredient  in 
the  manufacture  of  another  drug,  such 
person  shall  submit  with  his  request  an 
accurately  representative  sample  of  the 
batch,  consisting  of  the  following: 

(1)  For  all  tests  except  sterili^;  5 
packages,  each  containing  approximately 
0.5  gram. 

(ii)  For  sterility  testing;  10  packages, 
each  containing  approximately  40  milli¬ 
grams. 

Each  such  package  shall  be  packaged  in 
accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(4)  In  connection  with  contemplated 
requests  for  certification  of  repacked 
batches  of  chloramphenicol  or  batches 


of  another  drug  in  the  manufacture  of 
which  It  is  to  be  used,  the  manufacturer 
of  a  batch  which  is  to  be  so  repacked  or 
used  may  request  the  Commissioner  to 
make  check  tests  and  assays  on  a  sample 
of  such  batch,  taken  as  prescribed  by 
subparagraph  (3)  of  this  paragraph. 
From  the  information  required  by  sub- 
paragraph  (1)  of  this  paragraph  may 
be  omitted  results  of  tests  and  assays 
not  required  for  the  batch  when  used  in 
such  other  drug.  The  Commissioner 
shall  report  to  such  manufacturer  re¬ 
sults  of  such  check  tests  and  assays  as 
are  so  requested. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  im- 
der  the  regulations  in  this  part  shall  be: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i),' 
(3)  (i),  and  (4)  of  this  section;  $10.00 
for  all  containers  sutmiitted  in  accord¬ 
ance  with  paragraph  (d)  (2)  (ii)  and  (3) 
(U)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require-  , 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained-  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146d.302  Chloramphenicol  capsules. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloramphenicol 
capsules  are  capsules  composed  of  chlor¬ 
amphenicol.  with  or  without  the  addition 
of  one  or  more  suitable  and  harmless 
diluents,  lubricants,  colorings,  and  fla¬ 
vorings.  The  potency  of  each  capsule  is 
not  less  than  50  milligrams.  The  chlor¬ 
amphenicol  used  conforms  to  the  re¬ 
quirements  of  §  146d.301  (a) ,  except 
§146d.301  (a)  (2),  (4),  (5',  and  (6). 
Each  other  substance  used,  if  its  name  is 
recognized  in  the  U.  S.  P.  or  N.  F.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging.  Unless  each  chlor¬ 
amphenicol  capsule  is  enclosed  in  a  foil 
or  plastic  fllm  and  such  enclosure  is  a 
tight  container  as  defined  by  the  U.  S.  P., 
except  the  provision  that  it  shall  be 
capable  of  tight  reclpsure,  the  immediate 
container  shall  be  a  tight  container  as 
so  defined.  The  composition  of  the  im¬ 
mediate  container,  or  of  the  foil  or  film 
enclosure,  shall  be  such  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 
normal  and  imavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  dlsregardecL 

(c)  Labeling — (1)  If  it  is  intended 
for  use  by'^man.  In  addition  to  the  la¬ 
beling  prescribed  by  S  1.106(b)  of  this 
chapter,  issued  pursuant  to  section 
502(f)  of  the  act,  each  package  shall 
bear  (m  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 


(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement,  “Warning — ^Blood 
dyscrasias  may  be  associated  with  the  use 

chloramphenicol.  It  is  essential  that 
adequate  blood  studies  be  msuie.  (See 
enclosed  warnings  and  precautions.)  ” 

(b)  The  statement  “Expiration  date 

- ,”  the  blank  being  filled  in 

with  the  date  that  is  60  months  after  the 
month  during  which  the  batch  was 
certified. 

(ii)  The  circular  or  other  labeling 
within  or  attached  to  the  package,  bear¬ 
ing  directions,  precautions,  and  warn¬ 
ings  for  its  use  by  physicians,  shall  begin 
with  the  following  statements,  which 
shall  be  imderscored  or  italicized: 

(o)  “Warning — Serious  and  even  fatal 
blood  dyscrasias  (aplastic  anemia,  hypo¬ 
plastic  anemia,  thrombocytopenia,  gran¬ 
ulocytopenia)  are  known  to  occur  after 
the  administration  of  chloramphenicol. 
Blood  dyscrasias  have  occurred  after 
both  short-term  and  prolonged  therapy 
with  this  drug.  Bearing  in  mind  the 
possibility  that  such  reactions  may  occur, 
chloramphenicol  should  be  used  only  for 
serious  infections  caused  by  organisms 
that  are  susceptible  to  its  antibacterial 
effects.  Chloramphenicol  should  not  be 
used  when  other  less  potentially  dan¬ 
gerous  agents  will  be  effective ;  or  in  the 
treatment  of  trivial  infections  such  as 
colds,  influenza,  or  viral  infections  of  the 
throat;  or  as  a  prophylactic  agent.” 

(b)  “Precautions — It  is  essential  that 
adequate  blood  studies  be  made  during 
treatment  with  the  drug.  While  blood 
studies  may  detect  early  peripheral  blood 
changes,  such  as  leukopenia  or  granu¬ 
locytopenia,  before  they  become  irre¬ 
versible,  such  studies  cannot  be  relied 
on  to  detect  bone  marrow  depression 
prior  to  development  of  aplastic  anemia.” 

(2)  If  it  is  intended  solely  for  veteri¬ 
nary  use.  Its  label  and  labeling  shall 
comply  with  all  the  requirements  of  sub- 
paragraph  (1)  of  this  paragraph  except 
subdivisions  (i)  (a)  and  (ii) ,  and  in  lieu 
of  the  statement  “Caution:  Federal  law 
prohibits  dispensing  without  prescrip¬ 
tion”  each  package  shall  include  infor¬ 
mation  containing  directions,  precau¬ 
tions,  and  warnings  adequate  for  the 
veterinary  use  of  the  drug  by  the  laity. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  1 146.2  of  this 
chapter,  a  person  who  requests  certi¬ 
fication  of  a  batch  of  chloramphenicol 
capsules  shall  submit  with  his  re¬ 
quest  a  statement  showing  the  batch 
mark,  the  number  of  packages  of 
each  size  in  such  batch,  the  batch  mark 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of 
the  chloramphenicol  used  in  making  such 
batch  was  completed,  the  number  of  mil¬ 
ligrams  in  each  cap^e,  the  quantity  of 
each  ingredient  used  in  msUcing  the 
batch,  the  date  on  which  the  latest  assay 
of  the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
ingredient  used  in  making  the  batch  con-  / 
forms  to  the  requirements  prescribed 
therefor,  if  any,  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
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assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  average  potency  per 
capsule. 

(il)  The  chloramphenicol  used  in 
making  the  batch;  potency,  toxicity, 
spectflc  rotation,  melting  point,  and  ab¬ 
sorptivity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  Indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch;  one  capsule  for  each 
5,000  capsules  in  the  batch,  but  in  no 
case  less  than  30  capsules,  collected  by 
taking  single  capsules  at  such  intervals 
throughout  the  entire  time  of  prepara¬ 
tion  that  the  quantities  encapsulated 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chloramphenicol  used  in  mak¬ 
ing  the  batch;  ten  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  300  milligrams  each,  pack¬ 
aged  in  accordance  with  the  require¬ 
ments  of  §  146d.301  (b) . 

(ill)  In  case  of  an  initial  request  for 
certification,  each  diluent,  lubricant, 
coloring,  and  fiavoring  used  in  making 
the  batch;  one  package  of  each  contain¬ 
ing  approximateh^  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
chloramphenicol  capsules  under  the 
regulations  in  this  part  shall  be: 

(1)  $0.75  for  each  capsule  in  the  sam¬ 
ple  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  of  this  section,  $4.00 
for  each  package  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  and  (iii)  of  this  section;  and 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  capsules  and  packages,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146d.303  Chloramphenicol  ointment 
(chloramphenicol  cream). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  CHiloramphenicol 
ointment  is  chloramphenicol  in  a  suit¬ 
able  and  harmless  ointment  base,  with  or 
without  suitable  and  harmless  buffer 
substances,  dispersing  and  suspending 
agents.  It  may  contain  cortisone  or  a 
suitable  derivative  of  cortisone.  If  such 
base  is  water-miscible,  it  shall  contain  a 
suitable  and  harmless  preservative.  Its 
potency  is  not  less  than  1.0  milligram 
per  gram.  The  chloramphenicol  used 


conforms  to  the  requirements  of 
§  146d.301  (a),  except  subparagraphs 
(2) ,  (3) ,  (4) ,  and  (5) .  of  that  paragraph. 
Each  other  substance  used,  if  its  name  is 
recognized  in  the  U.  S.  P.  or  N.  F.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging.  Unless  it  is  packaged 
in  a  single  dose  container,  chloram¬ 
phenicol  ointment  shall  be  packaged  in 
collapsible  tubes,  which  shall  be  well- 
closed  containers  as  defined  by  the 
U.  S.  P.,  and  shall  not  be  larger  than  the 
Vs -ounce  size  if  such  ointment  is  repre¬ 
sented  for  ophthalmic  use,  and  in  no 
case  larger  than  the  2-ounce  size,  ex¬ 
cept  that  if  it  is  labeled  solely  for  hos¬ 
pital  use  it  may  be  packaged  in  imme¬ 
diate  containers  of  glass  which  meet 
the  test  for  tight  containers  as  defined 
by  the  U.  S.  P.  The  composition  of  the 
immediate  container  and  closure  shall 
be  such  as  will  not  cause  any  change  in 
the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal 
and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  tWs  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 

statement  “Expiration  date _ ,” 

the  blank  being  filled  in  with  the  date 
that  is  60  months,  or  24  months  if  it  is 
packaged  in  an  immediate  container 
other  than  tin  or  glass,  or  12  months 
if  the  ointment  base  is  water  miscible, 
after  the  month  during  which  the  batch 
was  certified. 

(ii)  If  it  contains  one  of  the  active 
ingredients  specified  in  paragraph  (a) 
of  this  section,  after  the  name  “chlor¬ 
amphenicol  ointment,”  wherever  it  ap¬ 
pears,  the  name  of  the  active  ingredient, 
in  juxtaposition  with  such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except 
that  in  lieu  of  the  statement  “Caution: 
Federal  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  cohtaining  directions  smd 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certi¬ 
fication  of  a  batch  of  chloramphen¬ 
icol  ointment  shall  submit  with  his 
request  a  statement  showing  the 
batch  mark,  the  number  of  packages  of 
each  size  in  such  batch,  the  batch  mark 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
chloramphenicol  used  tn  making  such 
batch  was  completed,  the  quantity  of 
each  ingredient  used  in  making  the 
batch,  the  date  on  which  the  latest  assay 


of  the  drug  cominrlsing  such  batch  was 
completed,  and  that  each  component  of 
the  ointment  base  used  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 

(2)  Except^as  otherwise  provided  by  , 
subparagraptf  (4)  of  this  peuragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represen¬ 
tative  sample  of: 

(i)  The  batch;  average  potency  per 
gram. 

(il)  The  chloramphenicol  used  in 
making  the  batch;  potency,  pH,  specific 
rotation,  melting  point,  and  absorptivity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  with  his  re¬ 
quest,  in  the  quantities  hereinafter  indi¬ 
cated,  accurately  representative  samples 
of  the  following: 

(i)  The  batch;  1  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5  packages  if  it  is  pack- 
{«ed  in  immediate  containers  of  tin  or 
glass,  and  not  less  than  20  immediate 
cont^ners  if  it  is  packaged  in  immediate 
containers  other  than  tin  or  glass,  col¬ 
lected  by  taking  single  packages  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  chloramphenicol  used  in 
making  the  batch;  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams,  pack¬ 
aged  in  accordance  with  the  require¬ 
ments  of  §  146d.301  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  200 
grams,  except  if  cortisone  or  a  derivative 
of  cortisone  is  used,  such  package  shall 
contain  approximately  100  milligrams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 

(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  b^n  pre\'iously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

( 1 )  $4.00  for  each  multiple-dose  pack¬ 
age  or  $1.00  for  each  single-dose  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  of 
this  section,  and  $4.00  for  each  pack¬ 
age  in  the  samples  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (ii)  and 

(iii)  of  this  section;  and 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  inves¬ 
tigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  1 146.8  (d) 
of  this  chapter. 
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RULES  AND  REGULATIONS 


§  146d.304  Qiloramphenicol  ophthal- 
mic. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloramphenicol 
ophthalmic  is  chloramphenicol,  with  or 
without  (me  or  more  suitable  and  harm¬ 
less  preservatives,  buffer  substances,  and 
diluents.  It  may  contain  cortisone  hy- 
dr(xx>rtisone,  or  a  suitable  ester  of  corti¬ 
sone  or  hydrocortisone.  It  is  sterile. 
The  chloramphenicol  Is  of  such  quan¬ 
tity  that  when  prepared  as  directed  in 
its  labeling  the  potency  of  such  solution 
or  suspension  is  not  less  than  1.0  milli¬ 
gram  per  milliliter  and  maintains  its 
labeled  potmcy  after  it  has  been  kept 
for  10  dasrs  at  itxun  temperatiire.  Such 
solution  or  suspension  has  a  pH  of 
7.3 ±0.2.  The  chloramphenicol  used  con¬ 
forms  to  the  requirements  of  S  146d.301 
(a) ,  except  subparagraphs  (2) ,  (4) .  and 
(5)  of  that  paragraph.  Each  other  in¬ 
gredient  used,  if  its  name  is  recognized 
in  the  U.  S.  P.  or  N.  P..  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  chloramphenicol  ophthalmic 
shall  be  a  tight  container  as  defined  by 
the  U.  S.  P.  Its  closure  shall  be  one 
through  which  a  hypodermic  needle  can¬ 
not  be  introduced.  The  composition  of 
the  immediate  container  and  closure 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  (contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  pack¬ 
aging,  storage,  and  distribution  practice 
shall  be  disregarded.  Each  such  con¬ 
tainer  may  be  packaged  in  combination 
with  a  container  of  the  solvent,  sterile 
distilled  water  U.  S.  P. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  the  date  that  is  60  months  after 
the  month  during  which  the  batch  was 
certified. 

(b)  If  it  is  packaged  in  combination 
with  a  container  of  a  solvent,  the  state¬ 
ment  “Warning — Not  for  injection.” 

(ii)  If  it  (X)ntains  one  of  the  active 
ingredients  specified  in  paragraph  (a) 
of  this  section,  after  the  name  “chloram¬ 
phenicol  ophthalmic.”  wherever  it  ap¬ 
pears,  the  name  of  such  ingredient,  in 
juxtaposition  with  such  name. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 


(d)  Request  for  certification:  samples. 
(1)  In  addition  to  ccmiplylng  with  the  re¬ 
quirements  of  §  146.2  of  this  chapter,  a 
perscm  who  recpiests  certification  of  a 
batch  of  chloramphoilcol  ophthalmic 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  such  batch,  the 
batch  mark  and  (unless  previously  sub¬ 
mitted)  the  date  on  which  the  latest 
assay  of  the  chloramphenicol  used  in 
making  such  batch  was  completed,  the 
number  of  milligrams  of  chlorampheni¬ 
col  in  each  immediate  container,  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  the  quantity  of  each  other  in¬ 
gredient  used  in  making  the  batch,  and 
a  statement  that  each  such  ingredient 
conforms  to  the  requirements  prescribed 
therefor  by  this  section.  If  such  batch 
or  any  part  thereof  is  to  be  packaged 
with  a  solvent,  such  request  shall  also  be 
accompanied  by  a  statement  that  such 
solvent  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of: 

(i)  The  batch;  potency,  sterility,  and 
pH  of  the  solution  or  suspension  pre¬ 
pared  as  directed  in  its  labeling. 

(ii)  The  chloramphenicol  used  in  mak¬ 
ing  the  batch;  potency,  toxicity,  pH,  spe¬ 
cific  rotation,  melting  point,  and  absorp¬ 
tivity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
indicated,  accurately  representative  sam¬ 
ples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  5  immediate  contain¬ 
ers. 

(b)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  chloramphenicol  used  in  mak¬ 
ing  the  batch;  10  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  300  milligrams,  packaged 
in  accordance  with  the  requirements  of 
§146d.301  (b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of  each 
(containing  aproximately  5.0  greuns,  ex¬ 
cept  if  cortisone  acetate  is  used,  such 
package  shall  contain  approximately  100 
milligrams. 

(4)  Not  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (S) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  b^n  previously  sub¬ 
mitted. 


(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a),  (ii).  and  (iii)  of  this 
section;  $10.00  for  all  containers  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
Issusmce  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  psuragraph  shall  accompany  the 
request  for  certification,  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146d.305  Chloramphenicol  palmitate. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloramphenicol 
palmitate  is  the  white  to  grayish-white, 
tasteless,  crystalline  palmitic  acid  ester 
of  chloramphenicol.  It  is  so  purified  and 
dried  that: 

(-1)  It  contains  not  less  than  555  micro¬ 
grams  and  not  more  than  595  micro¬ 
grams  of  chloramphenicol  per  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  melting  point  is  89”  ±3*  C. 
The  chloramphenicol  used  conforms  to 
the  requirements  of  §  146d.301  (a) ,  ex¬ 
cept  subparagraphs  (2) ,  (4) ,  and  (5)  of 
that  paragraph. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.  and 
shall  be  of  such  composition  as  will  not 
cause  any  change  in  the  strength,  qual¬ 
ity,  or  purity  of  the  contents  beyond  any 
limit  therefor  in  applicable  standards, 
except  that  minor  changes  so  caused 
which  are  normal  and  unavoidable  in 
good  packaging,  storage,  and  distribu¬ 
tion  practice  shall  be  disregarded. 

(c)  Labeling.  Each  package  of  chlor¬ 
amphenicol  palmitate  shall  bear  on  its 
outside  wrapper  or  container  and  the 
immediate  container,  as  hereinafter  in¬ 
dicated,  the  following: 

(1)  The  batch  mark. 

(2)  The  number  of  grams  in  the  im¬ 
mediate  container  and  the  number  of 
milligrams  of  chloramphenicol  per  gram. 

(3)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  which  is  48  months  after 
the  month  during  which  the  batch  was 
certified. 

(4)  The  statement  “For  manufactur¬ 
ing  use  only.” 

(5)  The  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription.” 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  comparing  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certi¬ 
fication  of  a  batch  of  chloramphe¬ 
nicol  palmitate  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of 
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each  size  In  the  batch  and  (unless  it  was  (a?  The  statement,  *'Waming— Blood  latest  assay  of  the  drug  ecmiprising  such 
previously  submitted)  the  date  on  which  dyscrasias  may  be  associated  with  the  use  batch  was  completed,  the  quantity  of 
the  latest  assay  of  the  drug  comprising  of  chloramphenicoL  It  is  essential  that  each  ingredient  used  in  making  the 
such  batch  was  completed.  Such  request  adequate  blood  studies  be  made.  (See  batch,  and  a  statement  .that  each  such 
shall  be  accompanied  or  followed  by  re-  enclosed  warnings  and  precautions.)  **  ingredient  conforms  to  the  requirements 
suits  of  tests  and  assays  made  by  him  (b)  The  statement  ‘^Expiration  date  prescribed  therefor  by  this  section. 

on  the  batch  for  potency,  toxicity  and  _ _ _ ,”  the  blank  being  filled  in  (2)  Except  as  otherwise  provided  by 

melting  point  with  the  date  that  is  48  months  after  subparagraph  (4)  of  this  paragraph, 

(2)  Such  person  shall  submit  with  his  the  month  during  which  the  batch  was  such  person  shall  submit  in  connection 


request  a  sample  containing  10  approxi¬ 
mately  equal  portions  of  at  least  300 
milligrams,  each  taken  from  different 
parts  of  such  batch;  each  such  portion 
shall  be  packaged  in  a  separate  con¬ 
tainer  and  in  accordance  with  the  re¬ 
quirements  of  paragraph  (b)  of  this 
section. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  Immediate  con¬ 
tainer  submitted  in  accordance  with 
paragraph  (d)  (2)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146d.3()6  Chloramphraicol  palmitate 
oral  suspension. 

(a)  Standards  of  identity,  strength, 
quality  and  purity.  Chloramphenicol 
palmitate  oral  suspension  is  chloram¬ 
phenicol  palmitate  and  one  or  more  suit¬ 
able  and  harmless  buffer  substances, 
suspending  agents,  preservatives,  color¬ 
ings.  and  fiavorings,  with  or  without  one 
or  more  suitable  and  harmless  vitamin 
substances,  suspended  in  a  suitable  and 
harmless  vehicle.  It  contains  not  less 
than  25  milligrams  of  chloramphenicol 
per  milliliter.  Its  pH  is  not  less  than 
4.5  and  not  more  than  7.0.  The  chlor¬ 
amphenicol  palmitate  used  conforms  to 
the  requirements  of  S  146d.305  (a). 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  IT.  S.  P.  or  N.  P., 
conforms  to  the  standards  prescribed 
therefor  by  such  ojQlcial  compendium 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P.  and  shall 
be  of  such  composition  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
purity  of  the  contents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  which  are 
normal  and  unavoidable  in  good  packag¬ 
ing,  storage,  and  distribution  practice 
shall  be  disregarded. 

(c)  Labeling — (1)  If  it  is  intended  for 
use  by  man.  In  addition  to  the  labeling 
prescribed  by  §  1.106(b)  of  this  chapter, 
issued  pursuant  to  section  502(f)  of  the 
act.  each  package  shall  bear  on  its  label 
or  labeling,  as  hereinafter  indicated,  the 
following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container ; 


certified  or  with  the  date  that  is  24 
months  after  the  month  during  which 
the  batch  was  certified  if  it  contains  one 
or  more  vitamin  substances. 

(ii)  The  circular  or  other  labeling 
within  or  attached  to  the  package,  bear¬ 
ing  directions,  precautions,  and  warnings 
for  its  use  by  physicians,  shall  begin  with 
the  following  statements,  which  shall  be 
imderscored  or  italicized: 

(a)  “Warning — Serious  and  even  fatal 
blood  dyscrasias  (aplastic  anemia,  hsrpo- 
plastic  anemia,  thrombocytopenia,  gran¬ 
ulocytopenia)  are  known  to  occur'  after 
the  administration  of  chloramphenicol. 
Blood  dyscrasias  have  occurred  after 
both  short-term  and  prolonged  therapy 
with  this  drug.  Bearing  in  mind  the 
possibility  that  such  reactions  may  occur, 
chloramphenicol  should  be  used  only  for 
serious  infections  caused  by  organisms 
that  are  susceptible  to  its  antibacterial 
effects.  Chloramphenicol  should  not  be 
used  when  other  less  potentially  danger¬ 
ous  agents  will  be  effective;  or  in  the 
treatment  of  trivial  infections  such  as 
colds,  infiuenza,  or  viral  infections  of  the 
throat;  or  as  a  prophylactic  agent.” 

(b)  “Precautions — ^It  is  essential  that 
adequate  blood  studies  be  made  during 
treatment  with  the  drug.  While  blood 
studies  may  detect  early  peripheral  blood 
changes,  such  as  leukopenia  or  granu- 
locytop^a,  before  they  become  irrevers¬ 
ible,  such  studies  cannot  be  relied  on  to 
detect  bone  marrow  depression  prior  to 
development  of  aplastic  anemia.” 

(2)  If  it  is  intended  solely  for  veteri¬ 
nary  use.  Its  label  and  labeling  shall 
comply  with  all  the  requirements  of  sub- 
paragraph  (1)  of  this  paragraph,  except 
subdivisions  (i)  (a)  and  (ii) ,  and  in  lieu 
of  the  statement  “Caution:  Federal  law 
prohibits  dispensing  without  prescrip¬ 
tion”  each  package  shall  include  infor¬ 
mation  containing  directions,  precau¬ 
tions,  and  warnings  adequate  for  the  vet¬ 
erinary  use  of  the  drug  by  the  laity. 

(3)  On  the  label  and  labeling,  if  it 

contains  one  or  more  vitamin  substances, 
after  the  name  “chloramphenicol  palmi¬ 
tate  oral  suspension,”  wherever  it  ap¬ 
pears,  the  words  “with  vitamin _ 

- ,”  the  blank  being  filled  in  with  the 

name  of  the  vitamin  ingredient  used,  or 
“with  vitamins,”  if  it  contains  more  than 
one  vitamin  ingredient,  in  juxtaposition 
with  such  name. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certi¬ 
fication  of  a  batch  shall  submit 
with  his  request  a  statement  showing 
the  batch  mark,  the  munber  of 
packages  of  each  size  in  such  batch,  the 
batch  mark,  and  (unless  it  was  previ¬ 
ously  submitted)  the  date  on  which  the 
latest  assay  of  the  chloramphenicol 
palmitate  used  in  making  such  batch 
was  completed,  the  date  (m  which  the 


with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  follow¬ 
ing,  made  by  him  on  an  accurately  rep¬ 
resentative  sample  of: 

(i)  The  batch;  average  potency  per 
milliliter,  pH. 

(ii)  The  chloramphenicol  palmitate 
used  in  making  the  batch;  potency, 
toxicity,  melting  point,  absorptivity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  with  his  re¬ 
quest,  in  the  quantities  hereinafter  in¬ 
dicated.  accurately  representative  sam¬ 
ples  of  the  following: 

(i)  The  batch;  one  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5,  collected  by  taking  single 
packages  at  such  intervals  throughout 
the  entire  time  of  packaging  the  batch 
that  the  quantities  packaged  during  the 
intervals  are  approximately  equid. 

(ii)  The  chloramphenicol  palmitate 
used  in  making  the  batch;  10  packages, 
each  containing  approximately  equal 
portions  of  not  less  than  300  milligrams, 
packaged  in  accordance  with  the  re¬ 
quirements  of  S  146d.305  (b) . 

(iii)  In  the  case  of  an  initial  request 
for  certification,  each  other  ingredient 
used  in  making  the  batch;  one  package 
of  each  containing  approximately  5 
grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i).  (ii),  and  (iii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  packages  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  S  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  (d) 
of  this  chapter. 

§  146d.307  Chloramphenicol  solution; 
chloramphenicol  for  aqueous  injec¬ 
tion. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloramphenicol 
solution  is  chloramphenicol,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  buffer  substances,  dissolved  in  one 
or  more  suitable  and  harmless  solvents. 
Chloramphenicol  for  aqueous  injection 
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is  a  dry  mixture  of  chloramphenicol  and 
one  or  more  suitable  and  harmless  sus¬ 
pending  or  dispersing  agents,  buffer  sub¬ 
stances,  and  preservatives.  It  is  so 
purified  that: 

(1)  If  it  is  the  solution  of  the  drug, 
its  potency  is  250  milligrams  per  milli¬ 
liter. 

(2)  It  is  sterile. 

(3)  It  is  nontozic. 

(4)  It  is  nonpsrrogenic. 

(5)  It  contains  no  histamine  nor  his- 
tamine-like  substances. 

(6)  If  it  is  chloramphenicol  solution, 
its  pH  is  not  less  than  4.7  and  not  more 
than  5.0.  If  it  is  the  dry  mixture  of  the 
drug,  the  pH  of  a  suspension  prepared 
as  diluted  in  its  labeling  is  not  less  than 
4.5  and  not  more  than  7.5. 

The  chloramphenicol  used  conforms  to 
the  requirements  of  S  146d.301  (a) .  Each 
other  ingredient  used,  if  its  name  is 
recognized  in  the  U.  S.  P.  or  N.  F.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  ofQcial  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  S.  P .  shall  be 
sterile  at  the  time  of  filling  and  closing, 
shall  be  so  sealed  that  the  contents  can¬ 
not  be  used  without  destroying  the  seal, 
and  shall  be  of  such  composition  as  will 
not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards.  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  disregarded. 
In  case  it  is  packaged  for  dispensing  and 
it  is  the  solution  of  the  drug,  it  shall  be  in 
hermetically  sealed,  colorless,  transpar¬ 
ent  glass  ampuls,  each  of  which  shall 
contain  2.0  milliliters.  If  it  is  packaged 
for  dispensing  and  it  is  the  dry  mixture 
of  the  drug,  it  shall  be  in  colorless,  trans¬ 
parent  glass  containers,  closed  by  a  sub¬ 
stance  through  which  a  hsrpodermic 
needle  may  be  introduced  and  withdrawn 
without  removing  the  closure  or  destroy¬ 
ing  its  effectiveness,  and  each  such  con¬ 
tainer  shall  contain  1.0  gram  or  2.0  grams 
of  chloramphenicol 

(c)  Labeling — (1)  If  it  is  intended  for 
use  by  man.  In  addition  to  the  labeling 
prescribed  by  S  1.106(b)  of  this  chapter, 
issued  pursuant  to  section  502(f)  of  the 
act,  each  package  shall  bear  on  its  label 
or  labeling,  as  hereinafter  indicated,  the 
following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement,  “Warning — ^Blood 
dyscrasias  may  be  associated  with  the 
use  of  chloramphenicol.  It  is  essential 
that  adequate  blood  studies  be  made. 
(See  enclosed  warnings  and  precau¬ 
tions.)  ” 

(b)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified  if  it  is  the  solution  of  the  drug, 
or  48  months  after  the  month  during 
which  the  batch  was  certified  if  it  is  the 
dry  mixture  of  the  drug:  Provided,  how¬ 
ever,  That  such  expiration  date  may  be 
omitted  from  the  immediate  container 
if  it  contains  a  single  dose  and  it  is 


packaged  in  an  individual  wrapper  or 
container. 

(c)  If  it  is  the  dry  mixture  of  the  drug, 
the  statement  “For  intramuscular  use 
only.” 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer,  if  it  is  the  solution  of  the  drug, 
the  statement  “Store  in  refrigerator  not 
above  15*  C.  (59*  F.).” 

(iii)  The  circular  or  other  labeling 
within  or  attached  to  the  package,  bear¬ 
ing  directions,  precautions,  and  warnings 
for  its  use  by  physicians,  shall  begin  with 
the  following  statements,  which  shall  be 
underscored  or  italicized: 

(a)  “Warning — Serious  and  even  fatal 
blood  dyscrasias  (aplastic  anemia.  h3rpo- 
plastic  anemia,  thrombocytopenia,  gran¬ 
ulocytopenia)  are  known  to  occur  after 
the  administration  of  chloramphenicol. 
Blood  dyscrasias  have  occurred  after 
both  short-term  and  prolonged  therapy 
with  this  drug.  Bearing  in  mind  the 
possibility  that  such  reactions  may  occur, 
chloraihphenicol  should  be  used  only  for 
serious  infections  caused  by  organisms 
that  are  susceptible  to  its  antibacterial 
effects.  Chloramphenicol  should  not  be 
used  when  other  less  potentially  danger¬ 
ous  agents  will  be  effective;  or  in  the 
treatment  of  trivial  infections  such  as 
colds,  influenza,  or  viral  Infections  of  the 
throat;  or  as  a  prophylactic  agent.” 

(b)  “Precautions — ^It  is  essential  that 
adequate  blood  studies  be  made  during 
treatment  with  the  drug.  While  blood 
studies  may  detect  early  peripheral  blood 
changes,  such  as  leukopenia  or  granu¬ 
locytopenia,  before  they  become  irrevers¬ 
ible,  such  studies  cannot  be  relied  on  to 
detect  bone  marrow  depression  prior  to 
development  of  aplastic  anemia.” 

(2)  If  it  is  intended  solely  for  veteri¬ 
nary  use.  Its  label  and  labeling  shall 
comply  with  all  the  requirements  of  sub- 
paragraph  (1)  of  this  paragraph  except 
subdivisions  (i)  (a)  and  (iii) ,  and  in  lieu 
of  the  statement  “Caution:  Federal  law 
prohibits  dispensing  without  prescrip¬ 
tion,”  each  package  shall  include  infor¬ 
mation  containing  directions,  precau¬ 
tions,  and  warnings  adequate  for  the 
veterinary  use  of  the  drug  by  the  laity. 

(d)  Request  for  certification;  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this 
chapter,  a  person  who  requests  cer¬ 
tification  of  a  batch  shall  submit 
with  his  request  a  statement  showing 
the  batch  mark,  the  niunber  of 
packages  in  the  batch,  the  number  of 
milligrams  or  grams  in  each  of  such 
packages,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  the 
batch  was  completed,  the  batch  mark 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of 
the  chloramphenicol  used  in  making 
such  batch  was  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
in^dient  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 


(1)  The  batch;  potency,  sterility,  tox¬ 
icity,  pyrogens,  histamine  content,  and 
pH. 

(ii)  The  chloramphenicol  used  in 
making  the  batch;  potency,  specific  ro¬ 
tation,  melting  point,  and  absorptivity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  bat  Jh,  but  in 
no  case  less  than  8  immediate  containers. 

(b)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  chloramphenicol  used  in 
making  the  batch;  two  immediate  con¬ 
tainers  containing  approximately  300 
milligrams  each,  packaged  in  accord¬ 
ance  with  the  requirements  of  §  146d.301 
(b). 

(iii)  In  case  of  an  initial  request  for 
certification,  each  ingredient  (unless  it  is 
recognized  by  the  U.  S.  P.  or  N.  F.)  used 
in  making  the  batch;  one  package  of 
each,  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara- 
granh  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  sub¬ 
mitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (o) 
of  this  section;  $4.00  for  each  package 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (ii)  and  (iii) 
of  this  section;  $10.00  for  all  containers 
submitted  in  accordance  with  paragraph 

(d)  (3)  (i)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers  that 
investigations,  other  than  examination 
of  such  immediate  containers,  are  nec¬ 
essary  to  determine  whether  or  not  such 
batch  complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  investi¬ 
gations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146d.308  Chloramphenicol  otic;  chlor¬ 
amphenicol  topical. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  c:hloramphenicol 
otic  and  chloramphenicol  topical  is 
chloramphenicol,  with  or  without  ethyl 
aminobenzoate,  in  a  suitable  and  harm¬ 
less  vehicle.  The  potency  of  the  solution 
is  not  less  than  5  milligrams  per  mil¬ 
liliter.  Its  moisture  content  is  not  more 
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than  2  percent.  Its  pH  is  not  less  than 
4  and  not  more  than  8.  The  chloram¬ 
phenicol  used  conforms  to  the  require¬ 
ments  of  §  146d.301(a),  except  subpara¬ 
graphs  (2),  (3),  (4),  and  (5)  of  that 
paragraph.  Each  other  ingredient  used, 
if  its  name  is  recognized  in  the  U.SP.  or 
N.P.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  Each  immediate  con¬ 
tainer  shall  be  a  tight  container  as  de¬ 
fined  by  the  U.  S.  P.  and  shall  be  of  such 
composition  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  S  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  container  the  following: 

(1)  The  statement  “Expiration^  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after  the 
month  during  which  the  batch  was 
certified. 

(ii)  The  statement  "Warning — Tot 
external  use  only.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  aU 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
In  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(2)  On  the  outside  wrapper  or  con¬ 
tainer,  if  it  is  packaged  for  dispensing 
and  it  is  intended  for  use  by  man,  a  refer¬ 
ence  specifically  identifying  a  readily 
available  medical  publication  containing 
information  (including  contraindica¬ 
tions  and  possible  sensitization)  ade¬ 
quate  for  the  use  of  such  drug  by  practi¬ 
tioners  licensed  by  law  to  administer  it; 
or  a  reference  to  a  brochure  or  other 
printed  matter  containing  such  informa¬ 
tion,  and  a  statement  that  such  brochure 
or  other  printed  matter  will  be  sent  on 
request:  Provided,  however.  That  this 
reference  may  be  omitted  if  the  infor¬ 
mation  is  contained  in  a  circular  or  other 
labeling  within  or  attached  to  the  pack¬ 
age. 

(3)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  if  it  is 
packaged  for  dispensing  and  it  is  intend¬ 
ed  solely  for  veterinary  use  and  is  con¬ 
spicuously  so  labeled,  adequate  directions 
and  warnings  for  the  veterinary  use  of 
such  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifi¬ 
cation  of  a  batch  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark,  the  number  of  parages 
of  each  size  in  such  batch  the  batch 
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mark,  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  chloramphenicol  used  in 
making  the  batch  was  completed,  the 
number  of  milligrams  of  chloramphen¬ 
icol  in  each  milliliter  of  the  batch,  the 
date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  the  quantity  of  each  other  in¬ 
gredient  used  in  making  the  batch,  and 
a  statement  that  each  such  ingredient 
conforms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  Ifis  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of: 

(i)  The  batch;  potency,  moisture,  and 
pH. 

(ii)  The  chloramphenicol  used  in 
making  the  batch;  potency,  pH,  specific 
rotation,  melting  point,  and  absorptivity. 

(3)  Except  as  othenvise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  m  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  20  immediate  containers,  collected 
by  taking  single  immediate  containers, 
before  or  after  labeling,  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  chloramphenicol  used  in 
making  the  batch;  10  pacdmges,  each 
containing  approximately  equal  portions 
of  not  less  than  300  milligrams,  pack¬ 
aged  in  accordance  with  the  require¬ 
ments  of  §  146d.301  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5.0 
grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previously  ^b- 
mitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $1.00  for  each  Immediate  con¬ 
tainer  in  the  sample  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (i)  of  this 
section;  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii)  and  (iii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  8  146.3  of  this  chapter  for  the 
issuance  of  a  c^idficate,  the  cost  of  su(fii 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accmnpany  the 
request  for  certification,  unless  such  fee 
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is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d) 
of  this  chapter. 

§  146d.3()9  Chloramphenicol-streptomy¬ 
cin  capsules;  chloramirfienicol-dihy- 
drostreptomycin  capsules. 

(a)  Chloramphenicol  -  streptomycin 
capsules  and  chloramphenicol-dihydro¬ 
streptomycin  capsules  conform  to  all  re¬ 
quirements  prescribed  by  8  146d.302  for 
chloramphenicol  capsules,  and  are  sub¬ 
ject  to  all  procedures  prescribed  by 
8  146d.302  for  chloramphenicol  capsules, 
except  that: 

(1)  Each  capsule  contains  not  less 
than  125  milligrams  of  chloramphenicol. 

(2)  Each  capsule  contains  not  less  than 
125  milligrams  of  streptomycin  or  dihy¬ 
drostreptomycin.  The  streptomycin  used 
conforms  to  the  standards  prescribed 
therefor  by  8  146b.l01  (a)  of  this  chapter, 
except  8  146b.l01  (a)  (2),  (4),  and  (5). 
The  dihydrostreptomycin  used  conforms 
to  the  standards  prescribed  therefor  by 
8  146b.l03  of  this  chapter,  except  the 
standards  for  sterility,  pyrogens,  and 
histamine  content. 

(3)  Its  moisture  content  is  not  more 
than  5  percent. 

(4)  Its  expiration  date  shall  be  48 
months  after  the  month  during  which 
the  batch  was  certified. 

(5)  In  addition  to  complying  with  the 
requirements  of  8  146d.302  (d) ,  a  person 
who  requests  certification  of  abatch  shall 
submit  with  his  request  a  statement 
showing  the  batch  mark  and  (un¬ 
less  it  was  previously  submitted)  the  re¬ 
sults  and  the  date  of  the  latest  tests  and 
assays  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch 
for  potency,  toxicity,  moistiu-e,  pH. 
streptomycin  content  if  it  is  dihydro¬ 
streptomycin.  and  crystallinity  if  it  is 
crystalline  dihydrostreptomycin  sulfate. 
He  shaJl  also  submit  in  connection  with 
his  request  (unless  it  was  previously 
submitted)  a  sample  consisting  of  5 
packages  each  containing  approximately 
equal  portions  of  not  less  than  500  milli¬ 
grams  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch, 
packaged  in  accordance  with  the  re¬ 
quirements  of  8 146b.l01(b)  of  this 
chapter. 

(b)  The  fees  for  the  services  rendered 
with  req?ect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
paragrajfii  (a)  (5)  of  this  section  shall 
be: 

(1)  $1.00  for  each  capsule  submitted. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  streptomycin  or  dihydro- 
stxeptomycin  submitted. 

§  146d.310  Chloramphenicol  tahlets. 

Chloramphenicol  tablets  are  tablets 
that  conform  to  all  requirements  and 
are  subject  to  all  procedures  prescribed 
by  8  146d.302  for  chloramphenicol  cap¬ 
sules,  except  that  the  expiitition  date  of 
such  tablets  shall  be  24  months  after 
the  month  during  which  the  batch  was 
certified.  In  addition  to  the  require¬ 
ments  prescribed  by  8  146d.302,  tablets 
not  exceeding  15  millimeters  in  diameter, 
or  not  intended  only  for  preparing  solu¬ 
tions,  shall  disintegrate  within  1  hour. 
A  person  who  requests  certification  shall 
submit  for  disintegration-time  studies 
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results  of  this  test  made  by  him  and  a 
sample  of  6  tablets.  The  fee  for  the 
tablets  submitted  for  the  disintegration* 
time  studies  shall  be  $3.00. 

§  146d.311  Chloramphenicol  palmitate. 
streptomycin  oral  suspension;  chlor* 
amphenictrf  palmitate-dihjdrostrep- 
tomycin  oral  suspensimi. 

Chloramphenicol  palmitate-streptomy- 
cin  oral  suspension  and  chlorampheni¬ 
col  palmitate-dihydrostreptomycin  oral 
suspension  conform  to  all  requirements 
and  are  subject  to  all  procedures  pre¬ 
scribed  by  §  146d.306  for  chlorampheni¬ 
col  palmitate  oral  suspension,  except 
that: 

(a)  It  contains  not  less  than  30  milli¬ 
grams  of  streptomycin  or  dihydrostrep¬ 
tomycin  per  milliliter.  The  streptomycin 
used  conforms  to  the  standards  pre¬ 
scribed  by  S  146b.l01  (a)  of  this  chapter, 
except  S146b.l01  (a)  (2).  (4).  (5).  and 

(6) .  The  dihydrostreptomycin  used  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  S  146b.l03  of  this  chapter,  except 
the  standards  for  sterility,  pyrogens, 
moisture,  and  histamine  content. 

(b)  Its  expiration  date  shall  be  48 
months  after  the  month  during  which 
the  batch  was  certified. 

(c>  In  addition  to  complsdng  with  the 
requirements  of  §  146d.306  (d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  ma^k  and  (unless 
they  were  previously  submitted)  the  re¬ 
sults  and  date  of  the  latest  tests  and 
assasns  of  the  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch 
for  potency,  toxicity,  pH,  streptomycin 
content  if  it  is  dihydrostreptomycin,  and 
cnrstallinity  if  it  is  crystalline  dihydro¬ 
streptomycin.  He  shall  also  submit  in 
connection  with  his  request  a  sample 
consisting  of  not  less  than  6  packages  of 
the  batch  and  (unless  it  was  previously 
submitted)  a  sample  consisting  of  not 
less  than  5  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram  each  of  the  streptomycin  or  di¬ 
hydrostreptomycin  used  in  making  the 
batch,  papkaged  in  accordance  with  the 
requirements  of  §  146b.l01(b)  of  this 
chapter. 

(d)  The  fees  for  the  services  rendered 
with 'respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
this  section  shall  be : 

(1)  $5.00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.0(1  for  each  immediate  con¬ 
tainer  of  streptomycin  or  dihydrostrep¬ 
tomycin. 

§  146d.312  Chloramphenicol-neomycin 
ointment. 

Chloramphenicol-neomycin  ointment 
conforms  to  all  requirements  and  is  sub¬ 
ject  to  all  procedures  prescribed  by 
§  146d.303  for  chloramphenicol  in  an 
oily  base  ointment,  except  that: 

(a)  It  contains  not  less  than  3.50  mil¬ 
ligrams  of  neomycin  per  gram.  The 
neomycin  used  conforms  to  the  require¬ 
ments  prescribed  for  neomycin  by 
§  146e.410  (a)  (2)  of  this  chapter,  except 
the  standard  for  toxicity. 

(b)  Its  moisture  content  is  not  more 
than  1  percent. 


(c)  In  lieu  of  the  labeling  prescribed 
by  S  146d.303(c)  (1)  (i),  each  package 
shall  bear  on  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ 

the  blank  being  fiUed  in  with  the  date 
that  is  24  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified. 

(d)  In  addition  to  complying  with  the 
requirements  of  §  146d.303  (d) ,  a  per¬ 
son  requesting  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  number  of  milligrams 
of  chloramphenicol  and  the  number  of 
milligrams  of  neomycin  in  each  gram  of 
ointment,  the  batch  mark,  and  (unless 
previously  submitted)  the  results  and  the 
date  of  the  latest  tests  and  assa3rs  of  the 
neomycin  used  in  making  the  batch  for 
potency,  moisture  and  pH.  He  shall  also 
submit  in  connection  with  his  request  a 
sample  consisting  of  not  less  thsm  G 
packages  of  the  ointment  and  (unless  it 
was  previously  submitted)  a  sample  con¬ 
sisting  of  5  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than  0.5 
gram  each  of  the  neomycin  used  in  mak¬ 
ing  the  batch. 

(e)  The  fee  for  the  services  rendered 
with  respect  to  each  immediate  container 
in  the  sample  of  neomycin  submitted  in 
accordance  with  the  requirements  pre¬ 
scribed  therefor  by  this  section  shall  be 
$4.00. 

§  146d.313  Chloramphenicol-polymyxin 
ointment. 

Chloramphenicol-polymyxin  ointment 
conforms  to  all  requirements  and  is  sub¬ 
ject  to  'all  procedures  prescribed  by 
§  146d.303  for  chloramphenicol  oint¬ 
ment,  except  that: 

(a)  It  contains  not  less  than  5,000 
imits  of  polsnnyxin  B  per  gram.  The 
pol3miyxin  B  used  conforms  to  the  re¬ 
quirements  prescribed  for  polymsrxin  B 
by  §  146b.l07  (a)  of  this  chapter. 

(b)  In  lieu  of  the  labeling  prescribed 
by  §  146d.303(c)  (1)  (i),  each  package 
shall  contain  on  the  outside  wrapper  or 
container  and  the  immediate  con¬ 
tainer,  the  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  24  months  after 
the  month  during  which  the  batch  was 
certified,  except  that  the  blank  may  be 
filled  in  with  the  date  that  is  36  months 
after  the  month  during  which  the  batch 
was  certified  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  such  period  of  time  such  drug  as  pre¬ 
pared  by  him  complies  with  the  stand¬ 
ards  prescribed  by  this  section;  Provided, 
however.  That  such  expiration  date  may 
be  omitted  from  the  immediate  con¬ 
tainer  if  it  contains  a  single  dose  and  it 
is  packaged  in  an  individual  wrapper  or 
container. 

(c)  In  addition  to  complsring  with  the 
requirements  of  §  146d.303  (d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing^  the  batch  mark  and  (unless  pre¬ 
viously  submitted)  the  results  and  date 
of  the  latest  tests  and  assays  of  the  poly- 
my:kLn  used  in  making  the  batch  for 
potency  and  toxicity.  He  shall  also  sub¬ 
mit  in  connection  with  his  request  a 


sample  consisting  of  not  less  than  6 
packages  of  ointment  and  (unless  it  was 
previously  submitted)  a  sample  consist¬ 
ing  of  5  packages  containing  approxi¬ 
mately  equal  portions  of  not  less  than 
0.5  gram  each  of  the  polsunsrxin  used  in 
making  the  batch. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (c)  (3)  of  this  section  shall 
be: 

(1)  $5.00  for  each  tube  of  ointment. 

(2)  $4.00  for  each  immediate  con¬ 
tainer  of  the  polymyxin  used  in  making 
the  batch. 

§  146d.314  Clhloramphenicol  sodium 
succinate. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloramphenicol 
sodium  succinate  is  the  light-yellow, 
water-soluble,  ethanol-insoluble  crystal¬ 
line  sodium  salt  of  the  3-monosuccinate 
ester  of  chloramphenicol.  It  is  so  puri¬ 
fied  and  dried  that: 

(1)  Its  potency  is  not  less  than  650  ^g. 
per  milligram. 

(2)  It  is  sterile. 

(3)  It  is  nontoxic. 

(4)  It  is  nonpyrogenic. 

(5)  It  contains  no  histamine  nor  his¬ 
tamine-like  substances. 

(6)  Its  moisture  content  is  not  more 
than  5.0  percent. 

(7)  The  pH  of  an  aqueous  solution 
containing  200  milligrams  per  milliliter 
is  not  less  than  6.4  and  not  more  than 
7.0. 

(8)  Its  specific  rotation  in  an  aqueous 
solution  containing  50  milligrams  per 
milliliter  at  25*  C.  is  -f6.5*  ±1.5*. 

(b)  Packaging;  labeling;  request  for 
certification,  samples:  fees.  Chloram¬ 
phenicol  sodium  succinate  conforms  to 
all  requirements  and  procedures  pre¬ 
scribed  for  chloramphenicol  by  §  146d.301 
(b),  (c),  (d),  and  (e),  except  that: 

(1)  The  expiration  date  shall  be  the 
date  that  is  36  months  after  the  month 
during  which  the  batch  was  certified. 

(2)  The  request  for  certification  shall 
be  accompanied  or  followed  by  the  re¬ 
sults  of  tests  and  assays  of  the  batch  for 
potency,  sterility,  toxicity,  psrrogens,  his¬ 
tamine,  moisture,  pH,  and  specific  ro¬ 
tation. 

(3)  When  a  batch  is  packaged  for 
repacking  or  for  use  as  an  ingredient  in 
the  manufacture  of  another  drug,  each 
package  submitted  for  sterility  testing 
shall  contain  approximately  500  milli¬ 
grams  of  the  dnig  in  lieu  of  40  milli¬ 
grams. 

§  146d.315  Chloramphenicol  sodium 
succinate  for  acpieous  injection. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Chloramphenicol 
sodium  succinate  for  aqueous  injection 
is  a  dry  mixture  of  chloramphenicol  so¬ 
dium  succinate  and  one  or  more  suitable 
and  harmless  buffer  substances  and  pre¬ 
servatives.  It  is  so  purified  that: 

(1)  It  Is  sterile.  / 

(2)  It  is  nontoxic. 

(3)  It  is  nonpyrogenic. 

(4)  It  contains  no  histamine  nor  hls- 
tamine-like  substances. 
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(5)  Its  moisture  content  Is  not  more 
thfm  5  percent. 

(6)  The  pH  of  a  solution  prepared  as 
directed  in  its  laoeling  is  not  less  than 
6.4  and  not  more  than  7.0. 

The  chloramphenicol  sodium  succinate 
used  conforms  to  the  requirements  pre¬ 
scribed  by  §  146d.314(a),  except  that  it 
is  exempt  from  the  requirements  of 
S  146d.314(a)  (2)  and  (4)  when  the 
chloramphenicol  sodium  succinate  for 
aqueous  injection,  in  which  it  is  used,  has 
been  rendered  sterile  and  pyrogen-free. 
Each  other  ingredient  used,  if  its  name 
is  recognized  in  the  UJSP.  or  NP.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(h)  , Packaging:  labeling;  request  for 
certification,  samples;  fees.  Chloram¬ 
phenicol  sodium  succinate  for  aqueous 
injection  conforms  to  the  requirements 
and  procedures  prescribed  by  9  146d.307 

(b) ,  (c) .  (d) .  and  (e)  for  chlorampheni¬ 
col  for  aqueous  injection,  except  that: 

(1)  The  expiration  date  of  the  drug 
shall  be  36  months. 

(2)  In  lieu  of  the  requirements  speci¬ 
fied  by  9  146d.307(d)  (2).  a  person  who 
requests  certification  of  a  batch  shall 
submit  in  connection  with  his  request  re¬ 
sults  of  tests  smd  assays  listed  after  each 
of  the  following,  made  by  him  on  an  ac¬ 
curately  representative  sample  of: 

(i)  The  batch:  Potency,  sterility,  tox¬ 
icity.  psrrogens,  histamine  content,  mois¬ 
ture.  and  pH. 

(ii)  The  chloramphenicol  sodium  suc¬ 
cinate  used  in  making  the  batch:  Potency 
and  specific  rotation. 

§  146d.316  Chloramphenicol-paronioiny- 
cin  ointment. 

Chloramphenicol-paromomycin  oint¬ 
ment  conforms  to  all  requirements  and 
procedures  presci^Red  by  9  146d.303  for 
chloramphenicol  ointment,  except  that: 

(a)  Each  gram  contains  not  less  than 
5  milligrams  of  paromomycin  activity,  as 
the  sulfate.  The  paromomycin  used  is 
the  sulfate  salt  of  a  kind  of  paromomycin 
produced  by  the  growth  of  Streptomyces 
rimosus  var.  paromomycinus.  It  is  a 
creamy-white  to  light-yellow  powder. 
Its  potency  is  not  less  than  635  micro¬ 
grams  per  milligram  on  an  anhydrous 
basis.  Its  pH  in  a  3  percent  aqueous  so¬ 
lution  is  not  less  than  5.0  and  not  more 
than  7.5.  Its  moisture  content  is  not 
more  than  5.0  percent.  Its  specific  ro¬ 
tation  in  water  is  -|-50“  to  +55"  on  an 
anhydrous  basis.  Its  ash  content  is  not 
more  than  2.0  percent. 

(b)  In  addition  to  the  labeling  pre¬ 
scribed  for  chloramphenicol  ointment  by 
9 146d.303,  each  package  shall  bear  on  its 
label  and*  labeling  the  number  of  milli¬ 
grams  of  paromomycin  activity  in  each 
gram  of  the  batch.  The  expiration  date 
of  the  drug  shall  be  24  months.  Each 
package  shall  bear  on  a  circular  or  other 
labeling  within  or  attached  to  the  pack¬ 
age  adequate  directions  and  warnings  for 
use  of  the  drug  by  practitioners  licensed 
by  law  to  administer  it 

(c)  In  addition  to  complying  with 
9 146d.303(d),  a  person  who  requests 
certification  of  a  batch  shall  submit  with 
bis  request  a  statement  showing  the 


batch  mark  and  (unless  they  were  pre¬ 
viously  submitted)  the  results  and  the 
date  of  the  latest  tests  and  assays  of  the 
paromomycin  sulfate  used  in  making  the 
batch  for  potency,  pH.  moisture,  specific 
rotation,  and  ash  content.  He  shall  also 
sulnnit  in  connection  with  his  request 
a  sample  consisting  of  not  less  than  6 
immediate  containers  of  the  batch  and 
(unless  it  waa  previously  submitted)  a 
sample  consisting  of  10  packages,  each 
containing  approximately  equal  portions 
of  not  less  than  500  milligrams  of  the 
paromomycin  sulfate  used  in  making  the 
batch. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (c)  of  this  section  shall  be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  of  the  batch. 

(2)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  of  paromomycin 
sulfate  used  in  making  the  batch. 

PART  146e— CERTIFICATION  OF 
BACITRACIN  AND  BACITRACIN- 
CONTAINING  DRUGS 

Sec. 

146e.401  Bacitracin. 

1406.402  Bacitracin  ointment;  zinc  baci¬ 
tracin  ointment. 

146e.40S  Bacitracin  tablets;  zlne  bacltradn 
tablets;  bacitracin  methylene  di- 
salicylate  tablets:  bacltradn 
suppositories;  sine  badtracln 
suppositories  (If  they  are  rep¬ 
resented  for  vaginal  use);  bacl¬ 
tradn  Implantation  pellets;  sine 
bacitracin  Implantation  peUets 
(If  they  are  represented  for  use 
by  Implanting  under  the  skin  of 
animals) . 

146e.404  Badtracln  troches;  zinc  badtracln 
troches. 

146e.405  Bacltradn  with  vasoconstrictor; 

bacitracin  with  ....  (the  blank 
being  filled  In  with  the  common 
or  usual  name  of  the  vasocon¬ 
strictor). 

146e.406  Bacltracln-tyrothrlcln  troches; 

zinc  bacltracln-tyrothrlcln 
troches. 

146e.407  Badtradn-tyrothricln  ointment. 
14€e.408  Bacltradn  ophthalmic. 

146e.409  Badtradn-polymyzln  ointment; 

sine  badtradn-polymyxin  oint- 
■  ment. 

146e.410  Badtradn-neomydn  tablets;  slno 
badtradn-neomydn  tablets; 
badtracln  methylens  dlsaUoyl- 
ate-neomycin  tablets. 

146e.411  Badtradn-neomydn  ointment: 

zinc  badtradn-neomydn  oint¬ 
ment. 

146e.412  Bacitracln-pol3rmyzln  tablets. 
146e.413  Badtradn-neomydn  troches;  irtnw 
badtradn-neomydn  trochee. 
146e.414  Badtradn-neomydn  with  vaso- 
constriettMr;  bacitracin-neomycin 
with  ....  (the  blank  being  filled 
in  with  the  common  or  usual 
name  of  the  vasoconstrictor) . 
146e.415  Badtradn-polymyxin  troches;  zinc 
badtradn-polymyzln  troches. 
146e.416  Badtracln  methylene  dlsalioylate. 
146e^7  Powder  badtracln  methylene  di¬ 
salicylate  and  streptomycin  sul¬ 
fate  oral  veterinary. 

146e.418  Zinc  badtradn  (badtracln  slno 
salt). 

140e.41O  Badtradn  -  neomydn  -  xxaymyxtn 
troches;  sine  badtraoin-neomy- 
dn-polymyzln  trochee. 


See. 

146e.420  Badtradn  -  tyrothrldn  -  neomycin 
troches;  baclbracin-gramlcidln- 
neomydn  troches;  zinc  bacitra- 
cln-tyrothrlcln-neomycln  tro¬ 
ches;  zinc  badtracln-gramlcldln- 
neomycin  troches. 

146e.421  Bacitracin-  -  neomycin  -  jpolymyzin 
tablets. 

146e.422  Bacitracin  -  polym3rxln  -  neomycin 
ointment. 

146e.42S  Soluble  bacitracin  methylene  dl- 
sallcylate. 

146e.424  Bacltradn  -  neomycin  -  polymyxin 
with  vasoconstrictor;  bacltracln- 

neomycln-polymyzin  with _ 

(the  blank  being  filled  In  with 
the  common  or  usual  name  of 
the  vasoconstrictor) . 

146e.425  Bacitracin  powder. 

146e.426  Tablets  bacitracin  methylene  dl- 
salicylate  and  streptomycin  sul¬ 
fate  oral  veterinary. 

146e.427  Feed  grade  bacltradn  powder  oral 
veterinary  (crude  badtracln 
powder  oral  veterinary,  unrefined 
bacltradn  powder  oral  veteri¬ 
nary)  ;  feed  grade  zinc  bacltradn 
powder  oral  veterinary  (crude 
zinc  bacitracin  powder  oral 
veterinary,  unrefined  zinc  baci¬ 
tracin  powder  oral  veterinary) . 
146e.428  Capsules  bacltradn  methylene  dl- 
sallcylate  and  streptomycin  sul¬ 
fate  oral  veterinary. 

146e.429  Badtradn-neomydn  in  oil  veteri¬ 
nary. 

140e.430  Badtracln  -  neomycin  -  xxslymyzln 
powder  topical;  zinc  badtradn- 
neomycln-polymyzin  powder 
topical. 

146e.431  Feed  grade  manganese  badtracln 
powder  oral  veterinary. 

Authobitt:  i§  146e.401  to  146e.431  Issued 
tmder  607,  59  Stat.  463,  as  amended;  21 
U.S.C.  367. 

§  146e.401  Bacitracin. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin  is  a  white 
to  brown,  neutral  water-soluble  polypep¬ 
tide.  It  is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  40  units 
per  milligram,  except  that  if  it  is  pack¬ 
aged  for  dispensing  and  it  is  intended  for 
systemic  medication  its  potency  is  not 
less  than  50  units  per  milligram: 

(2)  It  is  sterile. 

(3)  It  is  nontoxic. 

(4)  It  is  nonpyrogenic. 

(5)  Its  moisture  content  is  not  more 
than  5  percent. 

(6)  Its  pH  in  aqueous  solution  of 
10,000  units  per  milliliter  is  not  less  than 
5.5  and  not  more  than  7.5. 

(7)  Its  ash  content  is  not  more  than 
3.0  percent. 

(8)  If  it  is  intended  for  systemic  medi¬ 
cation,  its  heavy  metals  content  is  not 
more  than  30  parts  per  million. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.,  shall 
be  sterile  at  the  time  of  filling  and  clos¬ 
ing,  shall  be  so  sealed  that  the  contents 
cannot  be  used  without  destroying  the 
seal,  and  shall  be  of  such  composition  as 
will  not  cause  any  change  in  the  strength, 
quality,  or  purity  of  the  contents  beyond 
any  limit  therefor  in  applicable  stand¬ 
ards,  except  that  minor  changes  so 
caused  which  are  normal  and  unavoid¬ 
able  in  good  packaging,  storage,  and  dis¬ 
tribution  practice  shall  be  discarded. 
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In  case  it  is  packaged  for  dispensing,  it 
shall  be  in  immediate  containers  of  color¬ 
less  transparent  glass,  closed  by  a  sub¬ 
stance  through  which  a  hypodermic 
needle  may  be  introduced  and  withdrawn 
without  removing  the  closure  or  de- 
strosring  its  effectiveness;  each  such  con¬ 
tainer  shall  contain  not  more  than  60,000 
units  (imless  it  is  intended  solely  for 
veterinary  use  and  is  conspicuously  so 
labeled)  and  may  be  packaged  in  combi¬ 
nation  with  a  container  of  the  solvent, 
water  for  injection  U.  S.  P.,  physiological 
salt  solution  U.  S.  P.,  or  with  a  container 
of  an  aqueous  solution  of  a  suitable 
local  anesthetic. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labelii^  requirements 
prescribed  by  S  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ 

the  blank  being  filled  in  with  the  date 
that  is  18  months  after  the  month  dur¬ 
ing  which  the  batch  was  certified,  except 
if  it  is  packaged  for  dispensing  and  it  is 
intended  for  systemic  medication  the 
blank  shaU  be  filled  in  with  the  date  that 
is  24  months  after  the  month  during 
which  the  batch  was  certified,  and  ex¬ 
cept  that  the  blank  may  be  filled  in  with 
the  date  that  is  36  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified  if  the  person  who  requests  certifi¬ 
cation  has  sqbmitted  to  the  Commis¬ 
sioner  results  of  tests  and  assays  show¬ 
ing  that  after  having  been  stored  for 
such  period  of  time  such  drug  complies 
with  the  standards  prescribed  by  para¬ 
graph  (a)  of  this  section. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer.  if  it  is  packaged  for  dispensing 
and  it  is  intended  for  systemic  medica¬ 
tion  the  statement  “Store  in  refrigerator 
not  above  15*  C.  (59*  P.)”  or  “Store  be¬ 
low  15*  C.  (59*  P.).“ 

(iii)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  the 
conditions  imder  which  such  solutions 
should  be  stored,  including  a  reference  to 
their  instability  when  stored  under  other 
conditions;  and  the  statement  “Sterile 
solution  may  be  kept  in  refrigerator  for 
1  week  without  significant  loss  of 
potency.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  the 
requirements  prescribed  by  subpara¬ 
graph  (1)  (i) ,  (ii) ,  and  (iii)  of  this  para¬ 
graph  and  with  the  requirements  pre¬ 
scribed  by  S  1.106(c)  of  this  chapter. 

(3)  It  is  packaged  solely  for  manufac¬ 
turing  use  and/or  repacking.  Each 
package  shall  bear  on  its  outside  wrapper 
or  container  and  the  immediate  con¬ 
tainer  the  following; 

(i)  The  number  of  units  of  bacitracin 
per  milligram  or  per  gram  and  the  num¬ 
ber  of  grams  or  kilograms  in  the  im¬ 
mediate  container. 

(ii)  The  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription.” 


(iii)  The  statement  “For  manufac¬ 
turing  use,”  “For  repacking,”  or  “For 
manufacturing  use  or  repacking.” 

(iv)  The  information  required  by  sub- 
paragn^h  (1)  (i)  and  (ii)  of  this 
paragraph. 

(d)  Request  for  certification,  check 
tests  and  assays;  samples.  (1)  In  addi¬ 
tion  to  complsring  with  the  requirements 
of  §  146.2  of  this  chapter,  a  person 
who  requests  certification  of  a  batch 
of  bacitracin  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of 
each  size  in  the  batch,  the  num¬ 
ber  of  units  in  each  package,  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the  drug 
comprising  the  batch  was  completed. 
Such  request  shall  be  accompanied  or 
followed  by  the  results  of  tests  and  assays 
made  by  him  on  the  batch  for  potency, 
sterility,  toxicity,  psrrogens,  moisture. 
pH,  ash  content,  and  heavy  metals.  If 
such  batch  or  any  part  thereof  is  to  be 
packaged  with  a  solvent  such  request 
shall  also  be  accompanied  by  a  statement 
that  such  solvent  conforms  to  the  re¬ 
quirements  prescribed  therefor  by  this 
section. 

(2)  If  such  batch  is  packaged  for  dis¬ 
pensing,  such  person  shall  submit  with 
his  request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility,  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  six  immediate  con¬ 
tainers.  If  a  sample  of  such  batch  has 
not  been  previously  submitted  in  accord- 

"ance  with  subparagraph  (3)  or  (4)  of 
this  paragraph,  such  person  shall  also 
submit  one  additional  package  contain¬ 
ing  1.0  gram  of  the  batch. 

(ii)  For  sterility  testing;  10  immedi¬ 
ate  containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(3)  If  such  batch  is  packaged  for  re¬ 
packing  or  for  use  as  an  ingredient  in 
the  manufacture  of  another  drug,  such 
person  shall  submit  with  his  request  an 
accurately  representative  sample  of  the 
batch,  consisting  of  the  following: 

(1)  For  all  tests  except  sterility;  6 
packages. 

(ii)  For  sterility  testing;  10  packages. 

Each  such  package  shall  contain  ap¬ 
proximately  0.5  gram,  taken  from  a  dif¬ 
ferent  part  of  such  batch,  and  each  shall 
be  packaged  in  accordance  with  the  re¬ 
quirements  of  paragraph  (b)  of  this 
section. 

(4)  In  connection  with  contemplated 
requests  for  certification  of  repacked 
batches  or  batches  of  another  drug  in 
the  manufacture  of  which  it  is  to  be  used, 
the  manufacturer  of  a  batch  which  is  to 
be  so  repacked  or  used  may  request  the 
Commissioner  to  make  check  tests  and 
assays  on  a  sample  of  such  batch,  taken 
as  ivesciibed  by  subparagraph  (S)  of  this 
paragraph.  From  the  Information  re¬ 


quired  by  subparagraph  (1)  of  this  para¬ 
graph  may  be  omitted  results  of  tests  and 
assays  not  required  for  the  batch  when 
used  in  such  other  drug.  The  Commis¬ 
sioner  shall  report  to  such  manufacturer 
results  of  such  check  tests  and  assays  as 
are  so  requested. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i).  (3)  (i),and 

(4)  of  this  section;'  $10.00  for  all  con¬ 
tainers  submitted  in  accordance  with 
paragraphs  (d)  (2)  (ii)  and  (d)  (3)  (ii)  of 
this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  immediate  containers,  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  S  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  cerUflcation  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146e.402  Bacitracin  ointment;  zinc 
bacitracin  ointment. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin  ointment 
and  zinc  bacitracin  ointment  are  com¬ 
posed  of  bacitracin  or  zinc  bacitracin  in 
a  suitable  and  harmless  ointment  base, 
or  they  are  a  powder  composed  of  baci¬ 
tracin  or  zinc  bacitracin  and  one  or  more 
suitable  and  harmless  diluents,  dispers¬ 
ing  agents,  and  preservatives  which 
upon  the  addition  of  the  quantity 
of  water  recommended  in  its  labeling, 
produces  an  ointment,  ^t  may  contain  a 
suitable  local  anesthetic,  cortisone,  or  a 
suitable  derivative  of  cortisone,  one  or 
more  suitable  sulfonamides,  one  or  more 
suitable  proteolytic  enzymes,  and.  if  it 
is  intended  solely  for  veterinary  use  and 
is  conspicuously  so  labeled,  one  or  more 
suitable  antifungal  agents  or  rotenone. 
Its  potency  is  not  less  than  500  units  per 
gram.  Its  moisture  content  is  not  more 
than  1  percent,  except  if  it  is  a  powder 
its  moisture  content  is  not  more  than  5 
percent.  The  zinc  bacitracin  used  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  §  146e.418  (a) ,  except  8  146e.418 
(a)  (2) .  The  bacitracin  ui^  conforms 
to  the  standards  prescribed  therefor  by 
8  146e.401  (a),  except  8  146e.401  (a)  (2). 

(3) ,  (4) ,  and  (8) .  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
n.  S.  P.  or  N.  F.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 

(b)  Packaging.  If  it  is  bacitracin  or 
zinc  bacitracin  in  an  ointment  base  it 
shall  be  packaged  in  collapsible  tubes, 
which  shall  be  well-closed  containers  as 
defined  by  the  U.  S.  P.,  and  which  shall 
not  be  larger  than  the  2-ounce  size,  ex¬ 
cept  if  it  is  labeled  solely  for  hospital 
use;  but  in  no  case  shall  such  ointment 
be  packaged  in  containers  other  than 
collapsible  tubes  if  it  is  labeled  for  oph¬ 
thalmic  use,  and  such  tubes  shall  not  be 
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larger  than  the  V^-ounce  size.  If  it  is  a 
powder,  it  shall  be  packaged  in  immedi¬ 
ate  containers  of  glass  which  meet  the 
tests  for  tight  containers  as  defined  by 
the  U.  S.  P.  The  composition  of  the  im¬ 
mediate  container  and  closure  shall  be 
such  as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling — (1)  It  is  packaged  for 
ophthalmic  use  by  man  or  it  is  intended 
for  use  by  man  and  it  contains  a  sulfona¬ 
mide,  or  cortisone,  or  a  derivative  of  cor¬ 
tisone,  or  a  proteolytic  enzyme'  In  addi¬ 
tion  to  the  labeling  requirements  pre¬ 
scribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  in¬ 
dicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  not  more  than  36 
months  after  the  month  during  which 
the  batch  was  certified,  except  if  it  is 
zinc  bacitracin  ointment  or  if  it  contains 
one  or  more  proteolytic  enzymes,  the 
blank  is  filled  in  with  the  date  that  is 
24  months  after  the  month  during  which 
the  batch  was  certified,  except  that  the 
blank  may  be  filled  in  with  the  date  that 
is  48  months  or  60  months,  after  the 
month  during  which  the  batch  was  cer¬ 
tified  if  the  person  who  requests  certifi¬ 
cation  has  submitted  to  the  Commission¬ 
er  results  of  tests  and  assays  showing 
that  after  having  been  stored  for  such 
period  of  time  such  drug  as  prepared  by 
him  complies  with  the  standards  pre¬ 
scribed  by  paragraph  (a)  of  this  section. 

(b)  If  it  is  a  powder,  the  statement 
“After  the  addition  of  water,  the  oint¬ 
ment  may  be  stored  in  the  refrigerator 
for  1  week  without  significant  loss  of 
potency.” 

(ii)  If  it  contains  in  addition  to  baci¬ 
tracin  or  zinc  bacitracin,  one  or  more 
other  active  ingredients  specified  in 
paragraph  (a)  of  this  section,  after  the 
name  “bacitracin  ointment,”  wherever 
such  name  appears,  the  words  “with 

- ,”  in  juxtaposition  with  such 

name,  the  blank  being  filled  in  with  the 
common  or  usual  name  of  each  such 
other  ingredient. 

(2)  It  is  intended  for  use  by  man,  it 
is  not  packaged  for  ophthalmic  use  and 
it  does  not  contain  a  sulfonamide,  or  cor¬ 
tisone,  or  a  derivative  of  cortisone,  or  a 
proteolytic  enzyme.  Its  label  and  label¬ 
ing  shall  comply  with  the  requirements 
of  subparagraph  (1)  of  this  paragraph, 
except  that  in  lieu  of  the  statement 
“C^aution:  Federal  law  prohibits  dispens¬ 
ing  without  prescription,”  the  labeling  of 
each  package  shall  bear  Information  that 
the  drug  is  for  use  only  in  the  preven¬ 
tion  of  infections  in  minor  cuts  and  ab¬ 
rasions  and  a  statement  that  use  of  the 
drug  should  be  discontinued  and  a  physi- 
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cian  consulted  if  signs  of  infection  or 
irritation  appear. 

(3)  It  is  packaged  for  dispensing,  it 
contains  9a-fluorohydrocortisone  (.fludro¬ 
cortisone)  and  it  is  intended  solely  for 
veterinary  use.  Its  label  and  labeling 
shall  comply  with  the  requirements  of 
§  1.106(c)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  act) 
and  with  the  requirements  of  subpara¬ 
graph  (1)  of  this  paragraph. 

(4)  It  is  packaged  for  dispensing,  it 
does  not  contain  9a-fluorohydrocortisone 
{fludrocortisone)  and  it  is  intended 
solely  for  veterinary  use.  Its  label  and 
labeling  shall  comply  with  the  require¬ 
ments  of  subparagraph  (3)  of  this  para¬ 
graph,  except  that  in  lieu  of  the  state¬ 
ment  “Caution:  Federal  law  restricts 
this  drug  to  sale  by  or  on  the  order  of 
a  licensed  veterinarian”  each  package 
shall  include  information  containing 
directions  and  warnings  adequate  for 
the  veterinary  use  of  the  drug  by  the 
laity. 

(d)  Requests  for  certification; 
samples.  (1)  In  addition  to  complying 
with  the  requirements  of  §  146.2  of 
this  chapter,  a  person  who  requests  cer¬ 
tification  of  a  batch  shall  sumbit  with 
his  request  a  statement  showing  the 
batch  mark,  the  number  of  packages  of 
each  size  in  such  batch,  the  batch  mark 
and  (unless  it  was  previously  submitted) 
the  date  on  which  the  latest  assay  of  the 
bacitracin  or  zinc  bacitracin  used  in 
making  such  batch  was  completed,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  batch,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  that  each 
component  of  the  ointment  base  used 
conforms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of : 

(i)  The  batch;  potency  and  moisture. 

(ii)  The  bacitracin  or  zinc  bacitracin 
used  in  making  the  batch:  potency, 
moisture.  pH,  ash  content  if  it  is  baci¬ 
tracin.  and  zinc  content  if  it  is  zinc 
bacitracin. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch;  one  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  5  packages,  collected  by 
taking  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  bacitracin  used  in  making 
the  batch;  six  packages,  each  contain¬ 
ing  approximately  equal  portions  of  not 
lees  than  500  milligrams,  packaged  in 
cordance  with  the  requirements  of 
§146e.401  (b). 


(iii)  The  zinc  bacitracin  used  in  mak¬ 
ing  the  batch;  5  packages,  each  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  1.0  gram,  packaged  in 
accordance  with  the  requirements  of 
§  146e.418  (b) . 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  200 
grams,  except  if  cortisone  or  a  derivative 
of  cortisone  Is  used,  such  package  shall 
contain  approximately  100  milligrams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 

(3)  (ii)  or  (iii)  of  this  paragraph,  is 
required  if  such  result  or  sample  has 
been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  par¬ 
agraph  (d)  (3)  (i),  (ii),  (iii),  and  (Iv) 
of  this  section;  and 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  inves¬ 
tigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  ah  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

(f )  Exemption  of  bacitracin  ointment 
and  zinc  bacitracin  ointment  from  cer¬ 
tification.  Bacitracin  ointment  and  zinc 
bacitracin  ointment  shall  be  exempt  from 
the  requirements  of  sections  502(1)  and 
507  of  the  act  if  it  complies  with  all  the 
following  conditions: 

(1)  It  conforms  to  the  standards  of 
identity,  strength,  quality,  and  purity 
prescribed  by  paragraph  (a)  of  this 
section. 

(2)  It  does  not  contain  an  antifungal 
agent,  or  rotenone,  or  cortisone,  or  a 
derivative  of  cortisone,  or  a  proteolytic 
enzyme. 

(3)  It  is  not  the  powder  preparation 
decribed  in  paragraph  (a)  of  this  section. 

(4)  It  conforms  to  the  packaging  and 
labeling  requirements  prescribed  by  this 
section. 

(5)  The  labels  bear  an  expiration  date 
that  is  36  months,  if  it  is  bacitracin  oint¬ 
ment,  or  24  months,  if  it  is  zinc  baci¬ 
tracin  ointment,  after  the  month  during 
which  the  batch  was  last  assayed  and  re¬ 
leased  by  the  manufacturer,  except  that 
the  date  that  is  48  months  or  60  months 
may  be  used  if  the  manufacturer  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him 
complies  with  the  standards  prescribed 
therefor  by  paragraph  (a)  of  this  section. 
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RULES  AND  REGULATIONS 


§  146e.403  Bacitracin  tablets;  sine  baci¬ 
tracin  tablets;  bacitracin  methxlene 
disalicylate  tablets ;  bacitracin  suih 
positories;  zinc  bacitracin  supposi¬ 
tories  (if  they  are  represents  for 
vaginal  use)  ;  ^citracin  implantation 
pellets;  zinc  bacitracin  implantation 
pellets  (if  they  are  represented  for 
use  by  implanting  under  the  skin  of 
animals). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin  tablets, 
zinc  bacitracin  tablets,  and  bacitracin 
methylene  disalicylate  tablets  are  tablets 
composed  of  bacitracin,  zinc  bacitracin, 
or  bacitracin  methylene  disalicylate, 
with  or  without  kaolin  and  pectin  and 
with  or  without  one  or  more  suitable  and 
harmless  buffer  substances,  diluents, 
binders,  lubricants,  colorings,  and  flavor¬ 
ings,  and  with  or  without  a  suitable 
amebicidal  agent.  The  potency  of  each 
tablet  is  not  less  than  1,000  imits  nor 
more  than  10,000  units.  Its  moisture 
content  is  not  more  than  5  percent. 
Tablets  not  exceeding  15  millimeters  in 
diameter,  or  not  intended  only  for  pre¬ 
paring  solutions,  shall  disintegrate  within 
1  hour.  The  bacitracin  used  conforms 
to  the  standards  prescribed  therefor  by 
§  146e.401(a).  except  S  146e.401(a)  (2). 
(4),  and  (8).  The  zinc  bacitracin  used 
conforms  to  the  requirements  of  §  146e.- 
418(a).  The  bacitracin  methylene  di¬ 
salicylate  used  conforms  to  the  require¬ 
ments  of  S  146e.416(a) .  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized 
in  the  U.SP.  or  N.F.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  Unless  each  tablet  is 
enclosed  in  a  foil  or  plastic  fllm  and  such 
enclosure  is  a  tight  container  as  deflned 
by  the  U.  S.  P.,  except  the  provision  that 
it  shall  be  capable  of  tight  reclosure,  Ihe 
immeffiate  container  shall  be  a  tight  con- 
tsdner  as  so  deflned.  The  immediate 
container  may  also  contain  a  desiccant 
separated  from  the  tablets  by  a  plug  of 
cotton  or  other  like  material.  The  com¬ 
position  of  the  immediate  container,  or 
of  the  foil  or  fllm  enclosure,  shall  be 
such  as  will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling — (1)  Jt  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  and  labeling,  as  hereinafter 
indicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container,  the 

statement  “Expiration  date _ ,“ 

the  blank  being  fllled  in  with  the  date 
that  is  12  months  after  the  month  during 
which  the  batch  was  certifled,  except 
that  the  blank  may  be  fllled  in  with  the 
date  that  is  18  months,  24  months,  36 
months,  or  48  months  after  the  month 
during  which  the  batch  was  certifled  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 


ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
with  the  standards  prescribed  by  para- 
grsq>h  (a)  of  this  section. 

(ii)  If  it  contains  an  amebicidal  agent, 
kaolin,  or  pectin,  after  the  name  “baci¬ 
tracin  tablets,”  “zinc  bacitracin  tablets.” 
or  “bacitracin  methylene  disalicylate 
tablets,”  wherever  it  appears,  the  words 

“with _ ,”  in  juxtaposition  with 

such  name,  the  blank  being  filled  in  with 
the  common  or  usual  name  of  each  such 
ingredient  used. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Requests  for  certification:  samples. 
(1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this 
chapter,  a  person  who  requests  certifi¬ 
cation  of  a  batch  shall  submit  with  his 
request  a  statement  showing  the  batch 
mark,  the  number  of  packages  of  each 
size  in  such  batch,  the  batch  maik  and 
(unless  it  was  previously  submitted)  the 
date  on  which  the  latest  assay  of  the 
bacitracin,  zinc  bacitracin,  or  bacitracin 
methylene  disalicylate  used  in  making 
such  batch  was  completed,  the  number 
of  imits  in  each  tablet,  the  quantity  of 
each  ingredient  used  in  rntdclng  the 
batch,  the  date  on  which  the  latest  assay 
of  the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
ingredient  used  In  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor,  if  any.  by  this  section. 

(2)  Except  as  otherwise  provided  In 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request  results  of  the  tests  and  assays 
listed  after  each  of  the  following,  made 
by  him  on  an  accurately  representative 
sample  of: 

(i)  The  batch:  Average  potency  per 
tablet,  average  moisture,  and  if  required 
by  paragraph  (a)  of  this  section,  dis¬ 
integration  time. 

(ii)  The  bacitracin,  zinc  bacitracin,  or 
bacitracin  methylene  disalicylate  used  in 
making  the  batch;  potency,  toxicity, 
moisture,  pH,  ash  content  if  it  is  baci¬ 
tracin,  and  zinc  content  if  it  is  zhic 
bacitracin. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  perscHi  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  potency  and  moisture:  One 
tablet  for  each  5,000  tablets  in  the  batch, 
but  in  no  case  less  than  30  tablets,  col¬ 
lected  by  taking  single  tablets  through¬ 
out  the  entire  time  of  tableting  so  that 
the  quantitie$  tableted  dining  the  inter¬ 
vals  are  approximately  equal. 

(b)  For  disintegration  time:  6  tablets. 

(ii)  The  bacitracin  used  in  making  the 
batch;  six  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  500  milligrams  each,  packaged  in 


accordance  with  the  requirements  of 
8  146e.401  (b). 

(iii)  The  zinc  bacitracin  used  in  mak¬ 
ing  the  batch;  6  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  1.0  gram,  packaged  in 
accordance  with  the  requirements  of 
§  146e.418  (b). 

(iv)  The  bacitracin  methylene  di- 
saUcylate  used  in  making  the  batch;  5 
packages  containing  approximately 
equal  portions  of  not  less  than  5  grams 
each,  packaged  in  accordance  with  the 
requirements  of  §  146e.416  (b) . 

(v)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  1  package  of  each 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2X  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii),  (iii),  or  (iv)  of  this  paragraph, 
is  required  if  such  result  or  sample  has 
been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $0.75  for  each  tablet  in  the  sample 
submitted  in  accordance  with  paragraph 

(d)  (3)  (i)  (a)  of  this  section;  $3.00  for  all 
tablets  submitted  in  accordance  with 
paragraph  (d)(3)(i)(b)  of  this  section; 
$4.00  for  each  package  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii) ,  (iii) ,  (iv) ,  and  (v)  of  this 
section. 

(2)  If  the  Commissioner  considers  that 
investigations,  other  than  examination 
of  such  tablets  and  packages,  are  nec¬ 
essary  to  determine  whether  or  not  such 
batch  complies  with  the  requirements 
of  8  146.3  of  this  chapter  for  the  issu¬ 
ance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146e.404  Bacitracin  troches;  zinc  baci¬ 
tracin  troches. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin  troches 
and  zinc  bacitracin  troches  are  troches 
composed  of  bacitracin  or  zinc  bacitracin, 
with  or  without  ethyl  aminobenzoate  and 
with  or  without  one  or  more  suitable  and 
harmless  diluents,  binders,  lubricants, 
colorings,  and  flavorings.  The  potency 
of  each  troche  is  not  less  than  500  units. 
Its  moisture  content  is  not  more  than  5 
percent.  The  bacitracin  used  conforms 
to  the  standards  prescribed  therefor  by 
§  146e.401(a),  except  §  146e.401(a)  (2), 
(4),  and  (8).  The  zinc  bacitracin  used 
conforms  to  the  requirements  of  §  146e.- 
418(a) .  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.  S.  P.  or 
N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  compen¬ 
dium. 

(b)  Packaging.  Unless  each  troche 
is  enclosed  in  foil  or  plastic  film 
and  such  enclosure  Is  a  tight  container 
as  defined  by  the  U.SP.,  except  the  pro¬ 
vision  that  it  shall  be  capable  of  tight 
reclosure,  the  immediate  container  shall 
be  a  tight  container  as  so  defined.  The 
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immediate  container  may  also  contain  a 
desiccant  separated  from  the  troches  by 
a  plug  of  cotton  or  other  like  materiaL 
The  composition  of  the  immediate  con¬ 
tainer,  or  foil  or  film  enclosure,  shall  be 
such  as  will  not  cause  any  change  in  the 
strength,  quality,  or  piurity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  ap¬ 
plicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded. 

(c)  Labeling.  Each  package  of  tro¬ 
ches  shall  bear,  on  its  label  or  labeling  as 
hereinafter  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark; 

(ii)  The  number  of  units  of  bacitra¬ 
cin  or  zinc  bacitracin  and  if  it  contains 
ethyl  aminobenzoate,  the  quantity  of 
such  ingredient  in  each  troche  of  the 
batch;  and 

(iii)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in  with 

the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified,  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  18  months,  24 
months,  36  months,  48  months,  or  60 
months  after  the  month  during  which 
the  batch  was  certified  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assays  showing  that  after  having  been 
stored  for  such  period  of  time  such  drug 
as  prepared  by  him  complies  with  the 
standards  prescribed  by  paragraph  (a) 
of  this  section. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
use  of  such  troches.  Such  circular  or 
other  labeling  may  also  bear  a  statement 
that  a  brochure  or  other  printed  matter 
containing  information  for  other  uses  of 
such  troches  by  practitioners  licensed  by 
law  to  administer  such  drug  will  be  sent 
to  such  practitioner  upon  request. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size  in 
such  batch,  the  batch  mark  and  (unless 
it  was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the  bacitracin 
or  zinc  bacitracin  used  in  making  such 
batch  was  completed,  the  number  of  units 
in  each  troche,  the  quantity  of  each  in¬ 
gredient  used  in  making  the  batch,  the 
date  on  which  the  latest  assay  of  the 
troches  comprising  such  batch  was  com¬ 
pleted,  and  a  statement  that  each  in¬ 
gredient  used  in  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  follow¬ 
ing,  made  by  him  on  an  accurately  rep¬ 
resentative  sample  of: 

(1)  The  batch;  average  potency  per 
troche  and  average  moisture. 

(ii)  The  bacitracin  or  zinc  bacitracin 
used  in  making  the  batch;  potency. 


moisture,  toxicity,  pH,  ash  content  if  it 
is  bacitracin,  and  zinc  content  if  it  is 
zinc  bacitracin. 

(3)  Except  As  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch;  one  troche  for  each 
5,000  troches  in  the  batch,  but  in  no  case 
less  than  30  troches,  collected  by  taking 
single  troches  at  such  intervals  through¬ 
out  the  entire  time  the  troches  are  being 
made,  that  the  quantities  made  during 
the  intervals  are  approximately  equal. 

(ii)  The  bacitracin  used  in  making  the 
batch;  six  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  500  milligrams,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§146e.401  (b). 

(iii)  The  zinc  bacitracin  used  in  mak¬ 
ing  the  batch;  six  packages,  each  con¬ 
taining  approximately  equal  portions  of 
not  less  than  1.0  gram,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146e.418  (b) . 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch;  one  package  of 
each  containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  service 
rendered  with  respect  to  each  batch 
imder  the  regulations  in  this  part  shall 
be: 

(1)  $0.75  for  each  troche  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  of  this  section,  $4.00  for  each 
package  in  the  samples  submitted  in 
accordance  with  paragraph  (d)  (3)  (ii) 
and  (iii)  of  this  section;  and 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  troches,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of  §  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  (d) 
of  this  chapter. 

§  146e.405  Bacitracin  with  vasocon¬ 
strictor;  bacitracin  with _ 

(the  blank  being  filled  in  with  the 
common  or  usual  name  of  the  vaso¬ 
constrictor)  . 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin  with 
vasoconstrictor  is  a  dry  mixture  of  baci¬ 
tracin  and  a  suitable  vasoconstrictor,^ 
with  or  without  suitable  and  harmless 
buffer  substances,  preservatives,  color¬ 
ings,  and  flavorings,  or  it  is  a  packaged 
combination  of  one  immediate  container 
of  bacitracin  and  one  immediate  con¬ 
tainer  of  a  solution  of  a  suitable  vasocon¬ 
strictor,  with  or  without  suitable  and 
harmless  buffer  substances,  preservatives, 
colorings,  and  fiavorings.  The  bacitracin 
is  of  such  quantity  that  when  dissolved  as 


directed  the  potency  of  such  solution  is 
not  less  than  200  units  per  milliliter,  and 
maintains  its  labeled  potency  after  it  has 
been  kept  for  7  days  at  room  tempera¬ 
ture.  Such  solution  is  isotonic,  and  has  a 
pH  of  6.0,  ±0.5.  The  moisture  content  of 
the  dry  mixture  of  bacitracin  with  vaso¬ 
constrictor  is  not  more  than  5  percent, 
'rhe  bacitracin  used  conforms  to  the  re¬ 
quirements  of  §  146e.401  (a) ,  except  sub- 
paragraphs  (2) ,  (4) ,  and  (8)  of  that  par¬ 
agraph.  Each  other  substance  used,  if 
its  name  is  recognized  in  the  U.  S.  P. 
or  N.  F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(b)  Packaging.  Each  immediate  con¬ 
tainer  shall  be  a  tight  container  as  .de¬ 
fined  by  the  U.  S.  P.  and  shall  be  of  such 
composition  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded.  The  immediate  container  of 
the  dry  mixture  of  bacitracin  with  vaso¬ 
constrictor  may  be  packaged  in  combina¬ 
tion  with  an  immediate  container  of  a 
suitable  diluent. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  and  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  of 
the  bacitracin  when  it  is  a  packaged 
combination  of  one  immediate  container 
of  bacitracin  and  one  immediate  con¬ 
tainer  of  a  vasoconstrictor,  the  statement 

“Expiration  date _ ,”  the  blank 

being  filled  in  with  the  date  that  is  18 
months  after  the  month  during  which 
the  batch  was  certified;  if  it  is  the  dry 
mixture  of  bacitracin  with  vasoconstric¬ 
tor,  the  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in  with 

the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  certi¬ 
fied,  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  24  months,  36 
months,  or  48  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Conunissioner  results 
of  tests  and  assays  showing  that  such 
drug  as  prepared  by  him  is  stable  for 
such  period  of  time. 

(ii)  On  the  outside  wrapper  or  con¬ 
tainer  and  on  the  immediate  container  of 
the  solution  in  the  combination: 

(a)  A  statement  giving  the  method  of 
dissolving  the  bacitracin  and,  if  it  is  not 
a  packaged  combination,  a  statement 
that  distilled  water  should  be  used. 

(b)  The  conditions  under  which  the 
solution  should  be  stored,  including  a 
reference  to  its  instability  when  stored 
under  other  conditions,  and  a  statement 
“The  solution  may  be  kept  at  room  tem¬ 
perature  for  1  week  without  significant 
loss  of  potency.” 

(c)  The  statement  "Warning — Not  for 
injection.” 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
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label  and  labeling  shall  comply  with  ah 
the  requirements  prescribed  by  subpara- 
grai^  (1)  of  this  paragn4>h  exe^t  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription,”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  drug  by  the  laity. 

(d)  Reouest  for  certification:  samples. 

(1)  In  addition  to  complying  with  the 
requirem^ts  of  8  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifi¬ 
cation  of  a  batch  of  bacitracin  with 
vasoconstrictor  shall  submit  with  his 
request  a  statement  showing  the 
batch  mark,  the  number  of  pack¬ 
ages  in  such  batch,  the  number  of  units 
in  each  Immediate  container,  and  (unless 
it  was  previously  submitted)  the  date  on 
which  the  latest  assay  of  the'  bacitracin 
included  in  such  batch  was  completed, 
the  quantity  of  each  ingredient  used  in 
making  the  batch  of  the  dry  mixture 
of  bacitracin  with  vasoconstrictor,  the 
quantity  of  each  ingredient  used  in  mak¬ 
ing  the  solution  included  in  the  pack¬ 
aged  combinaticm,  and  a  statement  that 
such  solution  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  sec¬ 
tion. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shsdl  submit  in  connection  with 
his  request  results  of  the  tests  and  as¬ 
says  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  bacitracin  included  in  the 
packaged  combination  and  the  bacitracin 
used  in  making  the  batch  of  the  dry 
mixture  of  bacitracin  with  vasoconstric¬ 
tor;  potency,  toxicity,  moisture,  pH  and 
ash  content. 

(ii)  The  solution  after  the  bacitracin 
has  been  dissolved  therein;  potency. 

(iii)  The  batch  of  the  dry  mixture  of 
bacitracin  with  vasoconstrictor;  po¬ 
tency  and  moisture. 

(3)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph,  such 
person  shall  submit  in  connection  with 
his  request,  in  the  quantities  hereinafter 
Indicated,  accurately  representative 
samples  of  the  following: 

(i)  The  batch: 

(a)  If  it  contains  only  bacitracin  and 
the  bacitracin  used  has  been  previously 
submitted,  or  it  contains  bacitracin  and 
other  ingredients;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  5  immediate  containers. 

(b)  If  it  contains  only  bacitracin  and 
the  bacitracin  used  has  not  been  previ¬ 
ously  submitted;  one  immediate  con¬ 
tainer  for  each  5,000  immediate  contain¬ 
ers  in  the  batch,  but  in  no  case  less 
than  12  immediate  containers. 

Such  sample  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  bacitracin  used  in  making 
the  batch  of  the  dry  mixture  of  baci¬ 
tracin  with  vasoconstrictor;  six  pack¬ 
ages,  each  containing  approximately 
equal  portions  of  not  less  than  500  milli¬ 


grams  each,  packaged  In  accordance 
with  the  requirements  of  8  146e.401  (b) . 

(ill)  In  case  of  an  initial  request  for 
certification  of  a  batch  of  a  dry  mixture 
of  bacitracin  with  vasoconstrictor,  each 
oth«r  substance  used  in  making  the 
batch;  one  package  of  each  containing 
approximately  5  grams. 

(iv)  In  case  of  an  initial  request  for 
certification  of  the  packaged  combina¬ 
tion  of  bacitracin  with  vasoccmstrictor, 
or  when  any  change  is  made  in  the  com¬ 
position  of  such  solution;  five  packages 
of  the  solution  included  in  the  combi¬ 
nation. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (1)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  are  reqidred  if 
such  result  or  sample  has  been  previ¬ 
ously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  of 
bacitracin  with  vasoconstrictor  under  the 
regulations  in  this  psut  shall  be: 

(1)  $4.00  fer  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
paragraph  (d)  (3)  (i),  (ii),  (ill),  and 
(iv)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  exsunina- 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  batch 
complies  with  the  requirements  of 
§  146.3  of  this  chapter  for  the  issuance 
of  a  certificate,  the  cost  of  such  inves¬ 
tigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d) 
of  this  chapter. 

§  146e.4()6  Bacitracin-tyrothricin  tro¬ 
ches  ;  zinc  bacitracin-tyrothricin 
troches. 

(a)  Bacitracin-tyrothricin  troches  and 
zinc  bacitracin-tyrothricin  troches  con¬ 
form  to  all  requirements  and  are  sub¬ 
ject  to  all  procedures  prescribed  by 
§  146e.404  for  bacitracin  troches  and 
zinc  bacitracin  troches,  except  that: 

( 1 )  Each  troche  contains  not  less  than 
50  units  of  bacitracin  or  zinc  bacitracin. 

(2)  Each  troche  contains  not  less  than 
1  milligram  of  tyrothricin. 

(3)  Each  troche  may  be  tableted  with 
or  without  ethyl  aminobenzoate. 

(b)  In  lieu  of  the  directions  prescribed 
for  bacitracin  troches  and  zinc  bacitra¬ 
cin  troches  by  §  146e.404  (c)  (1)  (ii) 
each  package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  number  of  units  of  baci¬ 
tracin  or  zinc  bacitracin  and  the  number 
of  milligrams  of  tyrothricin  and  ethyl 
aminobenzoate  in  each  troche  of  the 
batch. 

(c)  The  fee  for  the  services  rendered 
with  respect  to  each  troche  in  the  sample 
submitted  in  accordance  with  the  re¬ 
quirements  of  this  section  shall  be  $1.00. 

§  146e.407  ^  Bacitracin-tyrothricin  oint¬ 
ment. 

(a)  Bacitracin-tjrrothricin  ointment 
conforms  to  all  requirements  prescribed 
by  8  146e.402  for  bacitracin  ointm^t, 
and  is  subject  to  all  procedures  pre¬ 


scribed  by  8  146e.402  for  bacitracin  oint¬ 
ment,  except  paragraph  (f)  of  that  sec¬ 
tion,  and  except  that: 

(1)  It  contains  not  less  than  0.5  milli¬ 
gram  of  tyrothricin  per  gram  of  oint¬ 
ment. 

(2)  [Reserved.] 

(3)  In  lieu  of  the  samples  required  by 
8  146e.402  (d)  (3)  (i) ,  a  minimum  of  6 
packages  of  the  batch  should  be  sub¬ 
mitted. 

(b)  The  fee  for  the  services  rendered 
with  respect  to  each  tube  of  ointment  in 
the  sample  submitted  under  the  regula¬ 
tions  in  this  section  shall  be  $5.00. 

§  146e.408  Bacitracin  ophthalmic. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin  ophthal¬ 
mic  is  bacitracin,  with  or  without  one  or 
more  suitable  and  harmless  preserva¬ 
tives,  local  anesthetics,  buffer  substances, 
and  diluents.  It  is  sterile.  Its  moisture 
content  is  not  more  than  5  percent.  The 
bacitracin  is  of  such  quantity  that  when 
dissolved  as  directed  in  its  labeling  the 
potency  of  such  solution  is  not  less  than 
500  units  per  milliliter  and  maintains  its 
labeled  potency  after  it  has  been  kept 
for  7  days  at  room  temperature.  Such 
solution  has  a  pH  of  6.5  ±0.5.  The 
bacitracin  used  conforms  to  the  require¬ 
ments  of  §  146e.401(a),  except  §  146e.401 
(a)  (2),  (4),  and  (8).  Each  other  in¬ 
gredient  used,  if  its  name  is  recognized  in 
the  U.S.P.  or  N J*.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 

(b)  Packaging.  The  immediate  con¬ 
tainer  of  bacitracin  ophthalmic  shall  be 
a  tight  container  as  defined  by  the 
U.  S.  P.;  its  closure  shall  be  one  through 
which  a  hypodermic  needle  cannot  be 
introduced;  and  the  immediate  con¬ 
tainer  and  closure  shall  be  of  such  com¬ 
position  as  will  not  cause  any  change  in 
the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
applicable  standards,  except  that  minor 
changes  so  caused  which  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  disre¬ 
garded.  Each  such  container  shall  con¬ 
tain  not  less  than  5,000  units,  and  each 
may  be  packaged  in  combination  with  a 
container  of  the  solvent,  sterile  distilled 
water  U.  S.  P. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  §  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  indi¬ 
cated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after 
the  month  during  which  the  batch  was 
certified. 

(b)  The  statement  "Warning — ^Not  for 
injection,” 

(ii)  If  a  local  anesthetic  is  present, 
after  the  nam'e  “bacitracin  ophthalmic,” 
wherever  it  appears,  the  words  “with 

_ (the  blank  being  filled  in  with 

the  common  or  usual  name  of  the  local 
anesthetic) ,”  in  juxtaposition  with  such 
name. 
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(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeling  shall  comply  with  all 
requirements  prescribed  by  subparagraph 

(1)  of  this  paragraph,  except  that  in 
lieu  of  the  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary  use 
of  the  dru^  by  the  laity. 

(d)  Requests  for  certification;  sam¬ 
ples.  (1)  In  addition  to  comply!^  with 
the  requirements  of  8 146.2  of  this 
chapter,  a  person  who  requests  cer¬ 
tification  of  a  batch  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark,  the  number  of  pack¬ 
ages  of  each  size  in  such  batch,  th^ 
batch  mark  and  (unless  it  was  previously 
submitted)  the  date  on  which  the  latest 
assay  of  the  bacitracin  used  in  making 
such  batch  was  completed,  the  number 
of  units  in  each  immediate  container, 
the  date  on  which  the  latest  assay  of  the 
drug  comprising  such  batch  was  com¬ 
pleted,  the  quantity  of  each  other  in¬ 
gredient  used  in  making  the  batch,  and 
a  statement  that  each  such  ingredient 
used  cmiforms  to  the  requirements  pre¬ 
scribed  therefor  by  this  section.  If  such 
batch  or  any  part  thereof  is  to  be  pack¬ 
aged  with  a  solvent,  such  request  shall 
also  be  accompanied  by  a  statement  that 
such  solvent  conforms  to  the  require¬ 
ments  prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of : 

(i)  The  batch ;  potency,  sterility,  mois¬ 
ture,  and  pH  of  the  solution  prepared  as 
directed  in  its  labeling. 

(ii)  The  bacitracin  used  in  making 
the  batch;  potency,  toxicity,  moisture, 
pH.  and  ash  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  in  the  quantities  here¬ 
inafter  indicated  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility;  one 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  5  immediate  con¬ 
tainers. 

(b)  For  sterility  testing;  10  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  The  bacitracin  used  in  making 
the  batch;  6  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  500  milligrams  packaged  in  ac¬ 
cordance  with  the  requirements  of 
5  146e.401  (b). 

(ill)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  one  package  of 
each,  containing  approximately  5.0 
grams. 


(4)  No  result  r^erred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subpan^raph 

(3)  (ii)  of  this  paragraph,  is  requix^ 
if  such  result  or  sample  has  been  pre¬ 
viously  submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a),  (ii).  and  (iii)  of  this 
section;  $10.00  for  all  containers  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (b)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  imless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8(d)  of 
this  chapter. 

§  146e.4()9  Bacitracin-polymyxin  oint¬ 
ment;  zinc  bacitracin-polymyxin 
ointment. 

(a)  Bacitracin  -  polymyxin  ointment 
and  zinc  bacitracin-polymyxin  ointment 
conform  to  all  requirements  and  are  sub¬ 
ject  to  all  procedures  prescribed  by 
§  146e.402  for  bacitracin  ointment  and 
zinc  bacitracin  ointment,  except  para¬ 
graph  (f)  of  that  section,  and  except 
that: 

(1)  Its  content  of  bacitracin  or  zinc 
bacitracin  is  not  less  than  200  units  per 
gram. 

(2)  It  contains  not  less  than  4,000 
units  of  polymyxin  B  per  gram.  The 
pol3mi3^n  B  used  conforms  to  the  re¬ 
quirements  prescribed  for  polymyxin  B 
by  §  146b.l07  (a)  of  this  chapter,  except 

*  the  standard  for  toxicity. 

(3)  Its  moisture  content  is  not  more 
than  0.5  percent. 

(4)  If  it  is  in  liquid  form,  it  shall  be 
packaged  in  immediate  containers  of 
transparent  glass  which  meet  the  test 
for  tight  containers  as  defined  by  the 
U.  S.  P. 

(5)  Its  expiration  date  shall  be  the 
date  that  is  12  nionths  after  the  month 
during  which  the  batch  was  certified, 
except  that  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  18  months,  24  months,  or  36  months 
at  room  temperature  such  drug  as  pre¬ 
pared  by  him  complies  with  the  stand¬ 
ards  of  identity,  strength,  quality,  and 
purity  prescribe  for  the  drug,  the  expi¬ 
ration  date  blank  shall  be  filled  in  with 
the  date  that  is  18  months,  24  months, 
or  36  months  after  the  month  during 
which  the  batch  was  certified. 

(6)  In  addition  to  complying  with  the 
requirements  of  8  146e.402  (c) ,  if  it  is  in 
liquid  form,  each  package  shall  bear  on 
the  outside  wrapper  or  container  and  the 
immediate  container,  the  statements 
“Shake  well”  and  “Not  for  injection.” 


(7)  In  adcUtion  to  complying  with  the 
requirements  of  8  146e.402  (d),  a  person 
who  requests  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  batch  marie  and  (imless  it 
was  previouriy  submitted)  the  results 
and  date  of  the  latest  tests  and  assays 
of  the  polymsrxin  used  in  making  the 
batch  for  potency.  He  shall  also  submit 
in  connection  with  his  request  a  sample 
consisting  of  not  less  than  6  packages  of 
ointment  and  (unless  it  was  previously 
submitted)  a  sample  consisting  of  5  pack¬ 
ages  containing  equal  portions  of  not  less 
than  0.5  gram  each  of  the  polym3rxin 
used  in  making  the  batch. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (a)  (7)  of  this  section  shall 
be: 

(1)  $5.00  for  each  tube  of  ointment. 

(2)  $4.00  for  each  immediate  con¬ 

tainer  of  the  polymyxin  used  in  making 
the  batch.  , 

§  146c.410  Bacitracin-neomycin  tablets; 
zinc  bacitracin-neomycin  tablets ; 
bacitracin  methylene  disalicylate-neo¬ 
mycin  tablets. 

(a)  Bacitracin-neomycin  tablets,  zinc 
bacitracin-neomycin  tablets,  and  baci¬ 
tracin  methylene  disalicylate-neomycin 
tablets  conform  to  all  requirements  and 
are  subject  to  all  procedures  prescribed 
for  bacitracin  tablets,  zinc  bacitracin 
tablets,  and  bacitracin  methylene  disa¬ 
licylate  tablets,  except  that: 

(1)  Each  tablet  contains  not  less  than 
2,500  units  of  bacitracin,  zinc  bacitracin, 
or  bacitracin  methylene  disalicylate. 

(2)  Each  tablet  contains  not  less  than 
25  milligrams  of  neomycin.  The  neomy¬ 
cin  used  is  produced  by  the  growth  of 
Streptomyces  fradiae,  has  a  potency  of 
not  less  than  330  micrograms  (one 
Waksman  unit  is  equivalent  to  3.3  micro¬ 
grams  of  the  base)  per  milligram,  is  non¬ 
toxic.  has  a  moisture  content  of  not  more 
than  8  percent,  and  its  pH  in  an  aqueous 
solution  33  milligrams  per  milliliter  is 
not  less  than  5.0  and  not  more  than  7.5. 

(3)  [Reserved.] 

(4)  In  addition  to  complying  with  the 
requirements  of  8  146e.403  (d) ,  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  number  of  units  of  baci¬ 
tracin,  zinc  bacitracin,  or  bacitracin  me¬ 
thylene  disalicylate  and  the  number  of 
milligrams  of  neomycin  in  each  tablet  of 
the  batch,  the  batch  mark,  and  (unless  it 
was  previously  submitted)  the  results  and 
the  date  of  the  latest  tests  and  assays  of 
the  neomycin  used  in  making  the  batch 
for  potency,  toxicity,  moisture,  and  pH. 
He  shall  also  submit  in  connection  with 
his  request  (unless  it  was  previously 
submitted)  a  sample  consisting  of  5 
packages  containing  approximately  equal 
portions  of  not  less  than  0.5  gram  each 
of  the  neomycin  used  in  making  such 
batch. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirments  of  this 
section  shall  be: 

(1)  $1.00  for  each  tablet. 

(2)  $4.00  for  each  immediate  con^ 
tainer  in  the  sample  of  neomycin  sub¬ 
mitted. 
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§  146e.411  B«citracin-ne<miycin  omt- 
ment ;  zinc  bacitracin-neomycin  oint¬ 
ment. 

(a)  Bacitracin  •  neomycin  ointment 
and  zinc  bacitracin-neomycin  ointment 
conform  to  all  requirements  and  are 
subject  to  all  procedures  prescribed  by 
§  146e.402  for  bacitracin  ointment  and 
zinc  bacitracin  ointment,  except  para¬ 
graph  (f)  of  that  section,  and  except 
that: 

(1)  It  contains  not  less  than  3.50  mil¬ 
ligrams  of  neomycin  per  gram.  The 
neomycin  used  conforms  to  the  require¬ 
ments  prescribed  for  neomycin  by 
S  146e.410(a)  (2) .  except  the  standard  for 
toxicity. 

(2)  Its  expiration  date  shall  be  the 
date  that  is  12  months  after  the  month 
during  which  the  batch  was  certified,  ex¬ 
cept  that  if  the  person  who  requests 
certification  has  submitted  to  the  Com¬ 
missioner  results  of  tests  and  assays 
showing  that  after  having  been  stored 
for  18  months,  24  months,  or  36  months 
at  room  temperature  such  drug  as  pre¬ 
pared  by  him  complies  with  the  stand¬ 
ards  of  identity,  strength,  quality,  and 
purity  prescribed  for  the  drug,  the  ex¬ 
piration  date  blank  shall  be  filled  in  with 
the  date  that  is  18  months,  24  months,  or 
36  months  after  the  month  during  which 
the  batch  was  certified. 

(3)  In  addition  to  complying  with  the 
requirements  of  §  146e.402  (d) ,  a  person 
requesting  certification  of  a  batch  shall 
submit  with  his  request  a  statement 
showing  the  number  of  units  of  bacitra¬ 
cin  or  zinc  bacitracin  and  the  number  of 
milligrams  of  neomycin  in  each  gram  of 
ointment,  the  batch  mark,  and  (unless 
it  was  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and 
assays  of  the  neomycin  used  in  making 
the  batch  for  potency,  moisture,  and 
pH.  He  shall  also  submit  in  connection 
with  his  request  a  sample  consisting  of 
not  less  than  6  packages  of  the  ointment 
and  (unless  it  was  previously  submitted) 
a  sample  consisting  of  5  packages  con¬ 
taining  approximately  equal  portions  of 
not  less  than  0.5  gram  each  of  the  neo¬ 
mycin  used  in  making  such  batch. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  paragraph  (a)  (3)  of 
this  section  shall  be: 

(1)  $5.00  for  each  immediate  container 
of  ointment. 

(2)  $4.00  for  each  immediate  container 
of  neomycin. 

§  14'6e.412  Bacitracin-polymyxin  tablets. 

(a)  Bacitracin-pol3mi3rxin  tablets 
conform  to  all  requirements  prescribed 
by  S  146e.403  for  bacitracin  tablets,  and 
are  subject  to  all  procedures  prescribed 
by  S  146e.403  for  bacitracin  tablets  ex¬ 
cept  that: 

(1)  Each  tablet  contains  not  less  than 
400  units  of  bacitracin. 

(2)  Each  tablet  contains  not  less  than 
8,000  units  of  polsnns^n  B  sulfate.  The 
polymyxin  B  used  conforms  to  the  re¬ 
quirements  prescribed  for  polymsrxin  by 
§  146b.l07  (a)  of  this  chapter. 

(3)  [Reserved.] 

(4)  In  addition  to  complying  with  the 
requirements  of  §  146e.403  (d)  a  person 
who  requests  certification  of  a  batch 


shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  It 
was  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and 
assays  of  the  polymsrxin  B  used  in  mak¬ 
ing  the  batch  for  potency  and  toxicity. 
He  shall  also  submit  in  connection  with 
his  request  (unless  it  was  previously  sub¬ 
mitted)  a  sample  consisting  of  5  pack¬ 
ages.  each  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
of  the  polymyxin  B  used  in  making  the 
batch. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
paragraph  (a)  (4)  of  this  section  shall 
be: 

(1)  $1.00  for  each  tablet. 

(2)  $4.00  for  each  immediate  container 
of  polymyxin. 

§  146e.413  Bacitracin-neomycin  tro¬ 
ches  ;  zinc  bacitracin-neomycin 
troches. 

Bacitracin-neomycin  troches  and  zinc 
bacitracin-neomycin  troches  conform  to 
all  requirements  and  are  subj^t  to  all 
procedures  prescribed  by  §  146e.410  for 
bacitracin-neomycin  tablets,  except 
that: 

(a)  Each  troche  contains  not  less  than 
200  units  of  bacitracin  or  zinc  bacitracin. 
The  zinc  bacitracin  used  conforms  to  the 
requirements  prescribed  by  §  146e.418 
(a). 

(b)  Each  troche  contains  not  less  than 
2.5  milligrams  of  neomycin. 

(c)  Each  troche  may  be  tableted  with 
or  without  one  or  more  suitable  and 
harmless  local  anesthetics,  preservatives, 
and  chemical  antimicrobial  agents. 

(d)  In  addition  to  the  labeling  pre¬ 
scribed  for  bacitracin-neomycin  tablets, 
if  it  contains  one  or  more  of  the  ingredi¬ 
ents  specified  in  paragraph  (c)  of  this 
section,  each  package  shall  bear  .on  the 
outside  wrapper  or  container  and  the  im¬ 
mediate  container  the  name  and  quan¬ 
tity  of  each  such  ingredient  in  each 
troche  of  the  batch. 

(e)  If  zinc  bacitracin  is  used  in  the 
manufacture  of  the  batch,  the  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  results  and 
the  dates  of  the  latest  tests  of  the  zinc 
bacitracin  used  in  making  the  batch  for 
potency,  toxicity,  moisture,  pH,  and  zinc 
content.  He  shall  also  submit  in  connec¬ 
tion  with  his  request  (unless  it  was  pre¬ 
viously  submitted)  a  sample  consisting 
of  6  packages,  each  containing  ap¬ 
proximately  1.0  gram  of  the  zinc  baci¬ 
tracin  used  in  making  the  batch. 

(f)  The  fee  for  the  services  rendered 
with  respect  to  each  package  of  the 
sample  submitted  in  accordance  with 
paragraph  (e)  of  this  section  shall  be 
$4.00. 

§  146e.414  Bacitracin-neomycin  with 
vasoconstrictor;  bacitracin-neomycin 

with - (the  blank  being  filled 

in  with  the  common  or  usual  name  of 
the  vasoconstrictor). 

(a)  Bacitracin-neomycin  with  vaso¬ 
constrictor  conforms  to  all  requirements 
prescribed  by  §  146e.405  for  bacitracin 
with  vasoconstrictor  and  is  subject  to 
all  procedures  prescribed  by  S  146e.405 


for  bacitracin  with  vasoconstrictor,  ex¬ 
cept  that: 

(1)  When  prepared  as  directed  in  its 
labeling  it  contains  not  less  than  3.5 
milligrams  of  neomycin  per  milliliter. 
The  neomycin  used  conforms  to  the  re¬ 
quirements  prescribed  for  neomycin  by 
§146e.410  (a)  (2). 

(2)  In  lieu  of  the  labeling  prescribed 
by  §  146e.405(c)  (1)  (i),  each  package 
shall  bear  on  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  the 

statement  “Expiration  date _ 

the  blank  being  filled  in  with  the  date 
that  is  12  months  after  the  month  during 
which  the  batch  was  certified,  except  that 
the  blank  may  be  filled  in  with  the  date 
that  is  18  months  or  24  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified  if  the  person  who  requests  certifica¬ 
tion  has  submitted  to  the  Commissioner 
results  of  tests  and  assays  showing  that 
such  drug  as  prepared  by  him  is  stable 
for  such  period  of  time.  Furthermore,  in 
lieu  of  the  1-week  storage  statement  for 
the  solution  prescribed  by  §  146e.405(c) 
(l)(ii)(&),  the  labeling  may  bear  a  3- 
week  storage  statement  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and 
assays  showing  that  solutions  of  the  drug 
as  prepared  by  him  are  stable  for  such 
period  of  time  after  storage  at  room 
temperature. 

(3)  In  addition  to  complying  with  the 
requirements  of  §  146e.405  (d) ,  a  person 
who  requests  certification  of  a  batch 
of  bacitracin-neomycin  with  vasocon¬ 
strictor  shall  submit  with  his  request  a 
statement  showing  the  number  of  units 
of  bacitracin  and  the  number  of  milli¬ 
grams  of  neomycin  in  each  immediate 
container,  the  batch  mark,  and  (unless 
it  was  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and  assays 
of  the  neomycin  used  in  making  the 
batch  for  potency,  toxicity,  moisture,  and 
pH.  He  shall  also  submit  in  connection 
with  his  request  a  sample  consisting  of 
net  less  than  6  packages  of  the  bacitra¬ 
cin-neomycin  with  vasoconstrictor  and 
(unless  it  was  previously  submitted)  a 
sample  consisting  of  5  packages  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram  each  of  the  neomycin' 
used  in  making  such  batch. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted  In 
accordance  with  the  requirements  of 
paragraph  (a)  (3)  of  this  section  shall 
be: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.00  for  each  immediate  container 
of  the  neomycin  used  in  making  the 
batch. 

§  146e.415  Bacitracin-polymyxin  tro¬ 
ches;  zinc  bacitracin-polymyxin 
troches. 

Bacitracin-polymsrxin  troches  and  zinc 
bacitracin-polymyxin  troches  conform  to 
all  requirements  and  are  subject  to  all 
procedures  prescribed  by  §  146e.404  for^ 
bacitracin  troches  and  zinc  bacitracin 
troches,  except  that: 

(a)  Each  troche  contains  not  less  than 
50  units  of  bacitracin  or  zinc  bacitracin. 

(b)  Each  troche  contains  not  less  than 
1,000  units  of  polymyxin  B  sulfate. 
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The  polymyxin  B  used  conforms  to  the 
requirements  prescribed  for  polymsrxin 
by  §  146b.l07  (a)  of  this  chapter. 

(c)  Each  troche  may  be  tableted  with 
or  without  one  or  more  suitable  and 
harmless  local  anesthetics. 

(d)  In  addition  to  the  labeling  pre¬ 
scribed  for  bacitracin  troches  and  zinc 
bacitracin  troches,  each  package  shall 
bear  on  its  label  or  labeling  the  number 
of  imits  of  polymyxin  B;  and  if  it  con¬ 
tains  one  or  more  local  anesthetics,  the 
name  and  quantity  of  each  such  ingredi¬ 
ent  in  each  troche  of  the  batch. 

(e)  In  addition  to  complying  with  the 
requirements  of  §  146e.404  (d) .  a  person 
who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  state¬ 
ment  showing  the  batch  mark  and  (un¬ 
less  it  was  previously  submitted)  the 
results  and  the  date  of  the  latest  tests 
and  assays  of  the  polymjrxin  B  used  in 
making  the  batch  for  potency  and  tox¬ 
icity.  He  shall  also  submit  in  connection 
with  his  request  (unless  it  was  previously 
submitted)  a  sample  consisting  of  5 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  500  milli¬ 
grams  of  the  polymyxin  used  in  making 
the  batch. 

(f)  The  fee  for  the  services  rendered 
with  respect  to  the  samples  submitted  in 
accordance  with  the  requirements  of 
paragraph  (e)  of  this  section  are: 

(1)  $1.00  for  each  troche. 

(2)  $4.00  for  each  immediate  container 
of  the  polymyxin  used  in  making  the 
batch. 

§  146e.4l6  Bacitracin  methylene  disa¬ 
licylate. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin  methyl¬ 
ene  disalicylate  is  the  methylene  di¬ 
salicylate  salt  of  a  kind  of  bacitracin. 
It  is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  14 
units  per  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  5  percent. 

(4)  Its  pH  in  a  saturated  aqueous  so¬ 
lution  is  not  less  than  3.5  and  not  more 
than  5.0. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  containers 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  which  are  nor¬ 
mal  and  imavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded. 

(c)  Labeling.  Each  package  of  ba¬ 
citracin  methylene  dissillcylate  shall  bear 
on  its  label  or  labeling,  as  hereinafter 
indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(i)  The  batch  mark. 

(ii)  The  number  of  units  of  bacitra¬ 
cin  per  gram,  the  number  of  grams  of 
bacitracin  activity  per  pound,  and  the 
weight  of  the  drug  in  the  immediate 
container. 

(iii)  The  statement  “Expiration  date 

- the  blank  being  filled  in 

with  the  date  which  is  24  months  after 
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the  month  during  whicli  the  batch  was 
certified,  except  that  this  blank  may  be 
fined  in  with  the  dale  which  is  36 
mcHiths  or  48  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification 
has  submitted  to  the  Commissioner  re¬ 
sults  of  tests  and  assays  showing  that 
such  drug  as  prepared  by  him  is  stable 
for  such  period  of  time. 

(iv)  The  statement  “For  veterinary 
use  only.” 

(8)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 

(d)  Request  for  certification:  samples. 
(1)  In  addition  to  complsdng  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  shaU  submit  with  his  request  a 
statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size 
in  the  batch,  the  number  of  units  of 
bacitracin  activity  per  gram,  and  the 
number  of  grams  of  bacitracin  activity 
per  pound.  Such  request  shall  be  ac¬ 
companied  or  followed  by  the  results  of 
tests  and  assays  made  by  him  on  the 
batch  for  potency,  toxicity,  moisture, 
and  pH. 

(2)  Such  person  shall  submit  with  his 
request  an  accurately  representative 
sample  of  the  batch,  counting  of  5 
packages  each  containing  approximately 
5  grams  taken  from  a  different  part  of 
such  batch,  and  each  shall  be  packaged 
in  accordance  with  the  requirements  of 
para*graph  (b)  of  this  section. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  im- 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  of  this 
section. 

(2)  If  the  C!ommissioner  considers 
that  investigations  other  than  the  exam¬ 
ination  of  such  immediate  containers 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  §  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigation. 

The  fee  prescribed  by  subparagraph*  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  S  146.8  (d) 
of  this  chapter. 

§  146e.417  Powder  bacitracin  methy. 
lene  disalicylate  and  streptomycin 
sulfate  oral  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Powder  bacitracin 
methylene  di^licylate  and  streptomycin 
sulfate  oral  veterinary  is  a  mixture  of 
bacitracin  methylene  disalicylate  and 
streptomycin  sulfate  oral  veterinary, 
with  or  without  one  or  more  suitable  and 
harmless  adsorbent  ingredients,  diluents, 
colorings,  and  flavorings.  Each  gram 
contains  not  less  than  200  units  of  baci¬ 
tracin  activity  and  not  less  than  20  milli¬ 
grams  of  streptomycin  activity.  Its 
moisture  content  is  not  more  than  7.5 
percent.  The  bacitracin  methylene  di¬ 
salicylate  used  conforms  to  the  require¬ 
ments  prescribed  by  i  146e.416(a).  The 


13215 

streptomycin  sulfate  oral  veterinary  used 
conforms  to  the  standards  prescribed  by 
§  146b.l  14(a)  of  this  chapter.  Each 
other  ingredient  used,  if  its  name  is  rec¬ 
ognized  in  the  U.S.P.  or  NJP.,  conforms  to 
the  standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.  and 
shall  be  of  such  composition  that  they 
will  not  cause  any  change  in  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  in  appli¬ 
cable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  units  of  bacitracin 
activity  and  the  number  of  milligrams  of 
streptomycin  activity  per  gram  and  the 
total  number  of  grams  in  the  immediate 
container. 

(Ui)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in  with 

the  date  which  is  24  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified,  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  36  months,  48 
months,  or  60  months  after  the  month 
during  which  the  batch  was  certified  if 
the  person  who  requests  certification  has 
submitted  to  the  Commissioner  results 
of  tests  and  assays  showing  that  after 
having  been  stored  for  such  period  of 
time  such  drug  as  prepared  by  him 
complies  with  the  standards  prescribed 
by  paragraph  (a)  of  this  section. 

(iv)  The  statement  “For  oral  veteri¬ 
nary  use  only.” 

(V)  If  it  contains  adsorbent  ingre¬ 
dients,  the  name  of  each. 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 
Such  circular  or  other  labeling  may  also 
bear  a  statement  that  a  brochure  or 
other  printed  matter  containing  in¬ 
formation  for  other  veterinary  uses  of 
such  drug  by  a  veterinarian  licensed 
by  law  to  administer  it  will  be  sent  to 
such  veterinarian  on  request. 

(d)  Request  for  certification;  sam~ 
pies.  (1)  In  addition  to  complying  with 
the  requirements  of  §  146.2  of  this 
chapter,  a  person  who  requests  cer¬ 
tification  of  a  batch  shall  submit 
with  his  request  a  statement  show¬ 
ing  the  batch  mark,  the  number  of 
packages  of  each  size  in  such  batch,  the 
batch  marks  and  (unless  they  were  pre¬ 
viously  submitted)  the  dates  on  which 
the  latest  assairs  of  the  bacitracin 
methylene  disalicylate  and  streptomycin 
sulfate  oral  veterinary  used  in  making 
such  batch  were  completed,  the  quantity 
of  each  ingredient  used  in  making  the 
batch,  the  date  on  which  the  latest  assay 
of  the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
other  ingredient  used  conforms  to  the 
requirements  prescribed  therefor  by  this 
section. 


13216 


RULES  AND  REGULATIONS 


(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  units  of  bacitracin  ac¬ 
tivity  per  gram,  milligram  of  strepto¬ 
mycin  activity  per  gram,  and  moisture. 

(ii)  The  bacitracin  methylene  disali¬ 
cylate  and  the  streptomycin  sulfate  oral 
veterinary  used  in  making  the  batch; 
potency,  toxicity,  moisture,  and  pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch;  1  immediate  container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  6 
Immediate  containers,  unless  each  such 
container  is  packaged  to  contain  more 
than  30  grams,  in  which  case  the  sample 
shall  consist  of  30  grams  for  each  5.000 
immediate  containers  in  the  batch,  but 
in  no  case  less  than  six  30-gram  portions. 
Such  samples  shall  be  collected  by  taking 
single  immediate  containers  or  30-gram 
portions  at  such  intervals  throughout  the 
entire  time  of  packaging  the  batch  that 
the  quantities  packaged  during  the  in¬ 
tervals  are  approximately  equal. 

(ii)  The  bacitracin  methylene  disali¬ 
cylate  used  in  making  the  batch;  5 
packages  containing  approximately  equal 
portions  of  not  less  than  5  grams  each, 
packaged  in  accordance  with  the  re¬ 
quirements  of  S  146e.416  (b) . 

(iii)  The  streptomycin  sulfate  oral 
veterinary  used  in  making  the  batch; 
5  packages  containing  approximately 
equal  portions  of  not  less  than  1.0  gram 
each,  packaged  in  accordance  with  the 
requirements  of  §  146b.ll4  (b)  of  this 
chapter. 

(iv)  In  case  of  an  initial  request  for 
certification,  the  other  ingredients  used 
in  making  the  batch ;  1  package  of  each 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpar¬ 
agraph  (2)  (ii)  of  this  paragraph,  and 
no  sample  referred  to  in  subparagraph 
(3)  (ii)  and  (iii)  of  this  paragraph,  is 
required  if  such  result  or  sample  has 
been  previously  submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall 
be: 

(1)  $4.0d  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (ii), 

(iii).  and  (iv)  of  this  section;  $5.00  for 
each  immediate  container  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 
of  this  section. 

(2>  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 


request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  the  require¬ 
ments  of  §  146.8  (d)  of  this  chapter. 

§  146e.418  Zinc  bacitracin  (bacitracin 
sine  salt). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Zinc  bacitracin  is 
the  zinc  salt  of  a  kind  of  bacitracin  or 
a  mixture  of  two  or  more  such  salts.  It 
is  so  purified  and  dried  that: 

(1)  Its  potency  is  not  less  than  40 
units  per  milligram. 

(2)  It  is  nontoxic. 

(3)  Its  moisture  content  is  not  more 
than  5  percent. 

(4)  Its  pH  is  not  less  than  6.0  and  not 
more  than  7.5. 

(5)  Its  zinc  content  is  not  more  than 
10  percent  by  weight  on  a  moisture-free 
basis. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 
tainers  as  defined  by  the  U.  S.  P.  The 
composition  of  the  immediate  containers 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limit  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  nor¬ 
mal  and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded. 

(c)  Labeling.  Each  package  of  zinc 
bacitracin  shall  bear  on  its  outside  wrap¬ 
per  or  container  and  the  immediate 
container: 

(1)  The  batch  mark. 

(2)  The  number  of  units  of  bacitracin 
activity  per  milligram  of  zinc  bacitracin 
and  the  number  of  grams  of  the  drug  in 
the  immediate  container. 

(3)  The  statement  “Expiration  date 

- the  blank  being  filled  in  with 

the  date  which  is  24  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified. 

(4)  The  statement  “For  use  only  in  the 
manufacture  of  nonparenteral  drugs.” 

(5)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription.” 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  comparing  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  with  his 
request  a  statement  showing  the 
batch  mark,  the  number  of  packages 
of  each  size  in  the  batch,  the  num¬ 
ber  of  units  of  bacitracin  activity 
per  milligram  of  zinc  bacitracin,  the 
zinc  content,  and  the  total  number  of 
grams  of  zinc  bacitracin  in  each  package. 
Such  request  shall  be  accompanied  or 
followed  by  the  results  of  tests  and  assays 
made  by  him  on  the  batch  for  potency, 
toxicity,  moisture.  pH.  and  zinc  content. 

(2)  Such  person  shall  also  submit  with 
his  request  an  accurately  representative 
sample  of  the  batch,  consisting  of  5 
packages  each  containing  approximately 
1.0  gram  taken  from  a  different  part  of 
such  batch,  and  each  shall  be  packaged 
in  accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  part  shall  be: 


(1)  $4.00  for  each  immediate  container 
in  the  sample  submitted  in  accordance 
with  paragraph  (d)(2)  of  this  section. 

(2)  If^  the  Commissioner  considers 
that  investigations  other  than  the  exam¬ 
ination  of  such  immediate  containers 
are  necessary  to  determine  whether  or 
not  such  batch  complies  with  the  re¬ 
quirements  of  S  146.3  of  this  chapter  for 
the  issuance  of  a  certificate,  the  cost  of 
such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  thi3  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146e.419  Bacitracin-neomycin-polymy¬ 
xin  troches;  zinc  bacitracin-neomy¬ 
cin-polymyxin  troches. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin-neomy¬ 
cin-polymyxin  troches  and  zinc  bacitra- 
cin-neomycin-polym3rxin  troches  are 
troches  composed  of  bacitracin  or  zinc 
bacitracin,  neomycin,  and  polsrmyxin  B 
with  one  or  more  suitable  and  harmless 
diluents,  binders,  lubricants,  colorings, 
and  fiavorings.  The  potency  of  each 
troche  is  not  less  than  200  units  of  ba¬ 
citracin  or  zinc  bacitracin,  5.0  milligrams 
of  neomycin,  and  2,000  units  of  poly¬ 
myxin  B.  Its  moisture  content  is  not 
more  than  5  percent.  The  bacitracin 
used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146e.401(a),  except 
§146e.401(a)  (2),  (4).  and  (8).  The 
zinc  bacitracin  used  conforms  to  the 
standards  prescribed  therefor  by 
$  146e.418(a).  The  neomycin  used  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by'  §  146e.410(a)  (2) .  The  polym3rxin 
B  used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146b.l07(a>  of  this 
chapter.  Each  other  substance  used,  if 
its  name  is  recognized  in  the  U.S.P.  or 
NF.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  compen¬ 
dium. 

(c)  labeling.  In  addition  to  the 
labeling  requirements  prescribed  by 
§  1.106(b)  of  this  chapter  (regulations 
issued  under  section  502(f)  of  the  act), 
each  package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  12  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified,  except  that  the  blank  may  be  filled 
in  with  the  date  that  is  18  months,  24 
months,  36  months,  48  months,  or  60 
months  after  the  month  during  which 
the  batch  was  certified  if  the  person  who 
requests  certification  has  submitted  to 
the  Commissioner  results  of  tests  and  as¬ 
says  showing  that  after  having  been 
stored  for  such  period  of  time  such  drug 
as  prepared  by  him  complies  with  the 
standards  prescribed  therefor  by  para¬ 
graph  (a)  of  this  section. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certi¬ 
fication  of  a  batch  shall  submit  with 
his  request  a  statement  showing  the 
batch  mark,  the  number  of  pack¬ 
ages  of  each  size  in  such  batch,  the  batch 
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mark  and  (unless  they  were  previously 
submitted)  the  dates  on  which  the  latest 
assasrs  of  the  bacitracin  or  zinc  bacitra¬ 
cin,  neomycin,  and  polsrmyxin  B  used  in 
making  such  batch  were  completed,  the 
potency  of  each  troche,  the  quantity  of 
each  ingredient  used  in  making  the 
batch,  the  date  on  which  the  latest  assay 
of  the  drug  comprising  such  batch  was 
completed,  and  a  statement  that  each 
ingredient  used  in  making  the  batch  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch;  average  potency  of 
bacitracin  or  zinc  bacitracin,  neomycin, 
and  polymsrxin  per  troche,  and  average 
moisture. 

(ii)  The  bacitracin  used  in  making 
the  batch;  potency,  toxicity,  moisture, 
pH,  and  ash  content. 

(iii)  The  zinc  bacitracin  used  in  mak¬ 
ing  the  batch;  potency,  toxicity,  mois¬ 
ture,  pH,  and  ^nc  content. 

(iv)  The  neomycin  used  in  making 
the  batch;  potency,  toxicity,  moisture, 
and  pH. 

(V)  The  polymyxin  used  in  making 
the  batch;  potency  and  toxicity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  represent¬ 
ative  samples  of  the  following: 

(i)  The  batch;  1  troche  for  each  5.000 
troches  in  the  batch,  but  in  no  case  less 
than  30  troches,  collected  by  taking  single 
troches  at  such  intervals' throughout  the 
entire  time  of  tableting  that  the  quanti¬ 
ties  tableted  during  the  intervals  are 
approximately  equal. 

(ii)  The  bacitracin  used  in  making  the 
batch;  5  packages,  -each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram,  packaged  in  accordance 
with  the  requirements  of  S  146e.401  (b) . 

(iii)  The  zinc  bacitracin  used  in  mak¬ 
ing  the  batch;  6  packages,  each  con¬ 
taining  approximately  equsd  portions  of 
not  less  than  1.0  gram,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§146e.418  (b). 

(iv)  The  neomycin  used  in  making  the 
batch;  5  packages,  each  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram. 

(V)  The  pol3rm3rxin  used  in  making 
the  batch;  5  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  0.5  gram. 

(vi)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch;  1  package  of  each, 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii),  (iii),  (iv),  and  (v)  of 
this  paragraph,  and  no  samples  referred 
to  in  subparagraph  (3)  (ii),  (ill),  (iv), 
and  (V)  of  this  paragraph,  is  required  if 
such  result  or  sample  has  been  previ¬ 
ously  submitted. 
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(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch, 
under  the  regulations  in  this  part  shall 
be: 

(1)  $1.00  for  each  troche  in  the  sam¬ 
ple  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  of  this  section;  $4.00 
for  each  package  in  the  samples  submit-  ' 
ted  in  accordance  with  pari^raph  (d) 

(3)  (ii),  (iii),  (iv),  (v),  and  (vi)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  troches  and  packages  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d) 
of  this  chapter. 

§  146e.420  Bacitracin-tyrothricin-neomy- 
cin  troches ;  bacitracin-gramicidin- 
neomycin  troches ;  ainc  bacitracin- 
tyrothricin-neomycin  troches;  aine 
bacitracin  -  gramicidin  -  neomycin 
troches. 

Bacitracin  -  tsrrothricin  -  neomycin 
troches,  bacitracin-gramicidin-neomycin 
troches,  zinc  bacitracin-tyrothricin- 
neomycin  troches,  and  zinc  bacitracin- 
gramicidin-neomycin  troches  conform  to 
all  requirements  and  are  subject  to  aU 
procedures  prescribed  by  8  146e.413  for 
bacitracin-neomycin  troches  or  zinc 
bacitracin-neomycin  troches,  except 
that: 

(a)  Each  troche  contains  not  less  than 
50  units  of  bacitracin  or  zinc  bacitracin. 

(b)  Each  troche  contains  not  less  than 
1  milligram  of  tsrrothricin  or  0.2  milli¬ 
gram  of  gramicidin. 

(c)  They  may  contain  cortisone  or  a 
suitable  derivative  of  cortisone  and  one 
or  more  suitable  antitussive  drugs. 

(d)  In  addition  to  the  labeling  pre¬ 
scribed  for  bacitracin-neomycin  troches 
and  zinc  bacitracin-neomycin  troches, 
each  psickage  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  number  of  milligrams  of 
tyrothricin  or  the  number  of  milligrams 
of  gramicidin  in  each  troche  of  the 
batch;  and  if  it  contains  cortisone  or  a 
derivative  of  cortisone  or  one  or  more 
antitussive  drugs,  the  name  and  quan¬ 
tity  of  each  such  substance. 

(e)  If  it  does  not  contain  cortisone 
or  a  suitable  derivative  of  cortisone,  or 
one  or  more  antitussive  drugs,  in  lieu 
of  the  statement  “Caution:  Federal  law 
prohibits  dispensing  without  prescrip¬ 
tion”  each  package  shall  include  infor¬ 
mation  containing  directions  and 
warnings  adequate  for  use  of  the  drug 
by  the  laity. 

§  146e.421  Bacitracin-neomycin-poly- 
myxin  tablet. 

(a)  Bacitracin  -  neomycin  -  polymsrxin 
tablets  conform  to  all  requirements  and 
are  subject  to  all  procedures  prescribed 
by  8  1^.412  for  bacitracin-polymyxin 
tablets,  except  that: 


(1)  Each  tablet  contains  not  less  than 
6  milligrams  of  neomycin.  The  neomy¬ 
cin  used  conforms  to  the  requirements 
prescribed  therefor  by  8  146e.410  (a)  (2). 

(2)  [Reserved.] 

(3)  In  addition  to  complying  with  the 
requirements  of  8  146e.412  (a)  (4) ,  a  per¬ 
son  who  requests  certification  of  a  batch 
shall  submit  with  his  request  a  statement 
showing  the  batch  mark  and  (unless  it 
was  previously  submitted)  the  results 
and  the  date  of  the  latest  tests  and 
assays  of  the  neomycin  used  in  making 
the  batch  for  potency,  toxicity,  moisture, 
and  pH.  He  shall  also  submit  in  connec¬ 
tion  with  his  request  a  sample  consisting 
of  5  packages  containing  approximately 
equal  portions  of  not  less  than  0.5  gram 
each  of  the  neomycin  used  in  making 
such  batch. 

(b)  The  fee  for  the  services  rendered 
with  respect  to  each  immediate  con¬ 
tainer  in  the  sample  of  neomycin  sub¬ 
mitted  in  accordance  with  the  require¬ 
ments  prescribed  therefor  by  this  section 
shall  be  $4.00. 

§  146e.422  Bacitracin -polymyxin -neo¬ 

mycin  ointment. 

(a)  Bacitracin  -  polym3rxin  -  necHnycin 
ointment  conforms  to  all  requirements 
prescribed  by  8  146e.409  for  bacitracin- 
pohrmsrxin  ointment,  and  is  subject  to 
all  procedures  prescribed  by  8  146e.409 
for  bacitracin-polsrmsrxin  ointment,  ex¬ 
cept  that: 

(1)  Its  content  of  neomycin  is  not  less 
than  3.0  milligrams  per  gram.  The  neo¬ 
mycin  used  conforms  to  the  standards 
prescribed  by  8  146e.410(a)  (2),  except 
the  standard  for  toxicity. 

(2)  It  may  contain  one  or  more  suit¬ 
able  and  harmless  chemical  antimicro¬ 
bial  agents. 

(3)  In  addition  to  the  labeling  pre¬ 
scribed  by  8  146e.409  (a)  (5),  each  pack¬ 
age  shall  bear  on  the  outside  wrapper  or 
container  and  the  immediate  container 
the  number  of  milligrams  of  neomycin 
In  each  gram  of  the  batch. 

(4)  In  addition  to  comphring  with  the 
requirements  of  8  146e.409  (a)  (7) ,  a 
person  who  requests  certification  of  a 
batch  of  bacltracin-pohrmyxin-neomycln 
ointment  shall  submit  with  his  request 
a  statement  showing  the  batch  mark  and 
(unless  they  were  previously  submitted) 
the  results  and  date  of  the  latest  tests 
and  assasrs  of  the  neomycin  used  in  mak¬ 
ing  the  batch  for  potency,  moisture, 
and  pH.  He  shall  also  submit  in  con¬ 
nection  with  his  request  a  sample  con¬ 
sisting  of  not  less  than  7  packages  of 
bacitracin-pohrmyxin-neomycin  oint¬ 
ment  and  (unless  it  was  previously  sub¬ 
mitted)  a  sample  consisting  of  5  packages 
of  the  neomycin  used  in  mailing  the 
batch,  each  containing  approximately 
0.5  gram. 

(b)  The  fee  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  the  requirements  of 
paragraph  (a)  (4)  of  this  section  shall 
be: 

(1)  $6.00  for  each  Immediate  con¬ 
tainer  of  ointment. 

(2)  $4.00  for  each  Immediate  container 
of  the  neomycin  used  in  making  the 
batch. 
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RULES  AND  REGULATIONS 


§  146e.423  Soluble  bacitracin  metbjlcne 
disalicjlate. 

(a)  Standards  of  identity,  strength. 
Quality,  and  purity.  Soluble  bacitracin 
methylene  disalicylate  is  a  mixture  of 
bacitracin  methylene  disalicylate,  so¬ 
dium  carbonate,  and  sodium  bicarbonate, 
with  or  without  suitable  and  harmless 
diluents.  It  contains  the  equivalent  of 
not  less  than  25  grams  of  the  bacitracin 
master  standard  per  pound.  Its  mois¬ 
ture  content  is  not  more  than  8.5  percent. 
Its  pH  in  an  aqueous  solution  containing 
200  units  per  milliliter  is  not  less  than  8.5 
and  not  more  than  9.5.  The  bacitracin 
methylene  disalicylate  used  conforms  to 
the  requirements  of  §  146e.416(a) .  Each 
other  substance  used,  if  its  name  is  recog¬ 
nised  in  the  UJ5P.  or  N.P.,  conforms  to 
the  standards  prescribed  therefor  by 
such  official  compendium. 

(b)  Packaging:  labeling;  request  for 
certification,  samples;  fees.  Soluble  bM- 
itracin  met^lene  disalicylate  conforms 
to  all  requirements  and  procedures  pre¬ 
scribed  for  bacitracin  methylene  disali¬ 
cylate  by  S  148e.4l6  (b),  (c),  (d).and  (e), 
except  that  the  person  who  requests  cer¬ 
tification  of  a  batch  shall  submit  with  his 
request  (unless  previously  submitted)  a 
sample  consisting  of  5  immediate  con¬ 
tainers,  each  containing  approximately 
5  grams,  of  the  bacitracin  methylene  di¬ 
salicylate  used  in  making  the  batch. 

(c)  Exemption  of  soluble  bacitracin 
methylene  disalicylate  from  certification. 
Soluble  bacitracin  methylene  disalicy¬ 
late  that  confonns  to  the  requirements  of 
paragraphs  (a)  (except  that  it  may  con¬ 
tain  one  or  more  essential  vitamin  and 
mineral  substances  for  nutritive  pur¬ 
poses)  and  (b)  of  this  section  shall  be 
exempt  from  the  requirements  of  sm- 
tions  502  (1)  and  507  of  the  act  if  it  com¬ 
plies  with  all  the  following  conditions: 

(1)  Its  label  bears  an  expiration  date 
that  is  not  more  than  24  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  man¬ 
ufacturer. 

(2)  If  it  contains  added  vitamins  or 

minerals,  its  label  bears  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substances  are 
present  only  for  furnishing  additional 
vitamins  and  minera.i«  while  axe 

eating  less  feed. 

(3)  The  Iskbel  bears  a  statement  that 
solutions  prepared,  with  the  drug  are 
stable  for  not  more  than  24  hours. 

(4)  The  circular  or  other  labeling 
within  or  attached  to  the  package  bears 
information  that  only  the  antibiotic  is 
intended  for  the  prevention  or  treatment 
of  the  foUpwing  conditions,  and  further, 

-  bean  directions  and  warnings  adequate 
for  such  use: 

(i)  Chronic  respiratory  disease  (air- 
sac  infection)  in  chickens. 

(ii)  Blue  confi)  (mud  fever,  nonspec^ 
infectious  enteritis)  in  poultry. 

(iii)  Infectious  sinusitis  in  poultry. 

(iv)  Bacterial  enteritis  in  swine. 

§  146e.424  Bacitracin^ieomycm-poly- 
myxin  with  vasoconstrictor;  bacitra- 

cin-neomycin-polymyxin  with _ 

(the  Ma^  being  filled  in  with  the 
common  or  usnal  name  of  the  vaso¬ 
constrictor). 

(a)  Bacitracin  -  neomycin  -  pohrmsrxin 
with  vasoconstrictor  conforms  to  all  re¬ 


quirements  and  is  subject  to  all  proce¬ 
dures  prescribed  by  S  146e.414  for  bad- 
tradn-neomycin  with  vasoconstrictor, 
except  that: 

(1)  When  prepared  as  directed  in  Its 
labeling,  each  milliliter  shall  contain  not 
less  than  50  units  of  bacitracin  3.5  milli¬ 
grams  of  neomycin,  and  1,000  units  of 
polymyxin  B.  The  polymyxin  B  used 
conforms  to  the  requirements  prescribed 
for  polymyxin  B  by  §  146b.l07  (a)  of  ttiis 
chapter. 

(2)  It  may  contain  the  enzyme  hy- 
aluronidase. 

(3)  It  may  be  a  packaged  combina¬ 
tion  of  one  immediate  container  of  dry 
components  of  the  drug  and  one  imme¬ 
diate  container  of  a  solution  of  compo¬ 
nents  of  the  drug;  but  in  no  case  shall 
bacitracin  or  hyaluronidase  be  a  compo¬ 
nent  of  such  solution  of  the  packaged 
combination. 

(4)  The  moisture  content  of  the  dry 
components  of  the  drug  is  not  more  than 
2.5  percent. 

(5)  [Reserved.] 

(6)  On  the  label  or  labeling,  if  it  con¬ 
tains  hyalurcmidase,  after  the  name 
“bacitracin  -  neomycin  -  polymyxin  with 
vasoconstrictor,”  wherever  it  appears, 
the  words  “and  h3raluronidase,”  shall  ap¬ 
pear  in  juxtaposition  with  such  name. 

(7)  In  addition  to  complying  with  the 
requirements  of  §  146e.414  (a)  (3),  a 
person  who  requests  certUleation  of  a 
batch  shall  submit  with  his  reqaest  a 
statement  showing  the  number  of  units 
of  polymyxin  B  in  each  immediate  con¬ 
tainer,  the  batch  mark,  and  (unless  it 
was  previously  submitted  the  results 
and  the  date  of  the  latest  tests  and  as¬ 
says  of  the  polymyxin  used  in  making 
the  batch  for  potency  and  toxicity.  He 
shall  also  submit  in  connection  with  his 
request  a  sample  consistii^  of  not  less 
than  7  packages  of  the  bacitracin- 
neomycin-pol3m[i3rxin  with  vasoconstric¬ 
tor,  and  (unless  it  was  paeviously  sub¬ 
mitted)  a  sample  consisting  of  5  packages 
containing  approximately  equal  portions 
of  not  less  than  0.5  gram  each  of  the 
pol3rm3ncin  used  in  making  the  batch. 

(b)  The  fees  for  the  services  rendered 
with  respect  to  the  samples  submitted 
in  accordance  with  paragraph  (a)  (7) 
of  this  section  shall  be: 

(1)  $6.00  for  each  Immediate  con¬ 
tainer  of  the  batch. 

(2)  $4.00  for  each  Immediate  con¬ 
tainer  of  the  pol3an3rxin  wsed  in  malting 
the  batch. 

§  146e.425  Bacitracin  powder. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin  powder 
is  bacitracin,  with  or  without  suitable 
and  harmless  buffer  substances,  preserv¬ 
atives.  diluents,  colorings,  and  flavorings. 
It  contains  the  equivalent  of  not  less 
than  10  grams  of  the  bacitracin  master 
standard  per  pound.  Its  moisture  con¬ 
tent  is  not  more  than  5  percent.  The 
bacitracin  used  confonns  to  the  stand¬ 
ards  prescribed  therefor  by  §  146e.401  (a) , 
except  §  146e.401(a)  (2),  (4),  and  (8). 
Each  other  substance  used,  if  its  name  is 
recognized  in  the  U.  8.  P.  ot  N.  F.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  containers  shall  be  tight  con¬ 


tainers  as  defined  by  the  U.  8.  P.  The 
composition  the  immediate  containers 
shall  be  such  as  will  not  cause  any  change 
in  the  strength,  quality,  or  purity  of  the 
contents  beyond  any  limit  therefor  in  ap- 
plic£d>le  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded. 

(c)  Lab^ng.  Each  package  shall  bear 
on  its  label  or  labeling,  as  hereinafter 
indicated,  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(ii)  The  number  of  units  of  bacitracin 
per  gram,  the  number  of  grams  of  baci¬ 
tracin  activity  per  pound,  and  the  weight 
of  the  drug  in  the  immediate  container. 

(iU)  The  statement  “Expiration  date 

_ _ _ ,”  the  blank  being  filled  in  with 

the  date  that  is  18  months  after  the 
month  during  which  the  batch  was  cer¬ 
tified. 

(iv)  The  statement  “For  oral  vet¬ 
erinary  use  only." 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  smd  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 

(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  each  size  in  such 
batch,  the  batch  mark  and  (unless  it  was 
previously  submitted)  the  date  on  which 
the  latest  assay  of  the  bacitracin  used 
in  making  such  batch  was  completed, 
the  quantity  of  each  ingredient  used  in 
making  the  batch,  the  date  on  which  the 
latest  assay  of  the  drug  comprising  such 
batch  was  completed,  and  a  statement 
that  each  other  ingiedient  used  con¬ 
forms  to  the  requirements  prescribed 
therefor  by  this  section. 

(2)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following, 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  Units  of  bacitracin 
per  gram,  and  moisture. 

(ii)  The  bacitracin  used  in  making 
the  batch:  Potency,  toxicity,  moisture, 
pH,  and  ash  content. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  1  immediate  container 
for  each  5,000  immediate  containers  in 
the  batch,  but  in  no  case  less  than  6  im¬ 
mediate  containers,  unless  each  such 
container  is  packaged  to  contain  more 
than  30  grams,  in  which  case  the  sample 
shall  consist  of  30  grams  for  each  5,000 
immediate  containers  in  tiie  batch,  but  / 
in  no  case  less  than  six  30-gram  por¬ 
tions  or  more  than  twelve  30-gram  por¬ 
tions.  Such  samples  shall  be  collected  by 
taking  single  immediate  containers  or 
30-gram  portions  at  such  intervals 
throughout  the  entire  time  of  packaging 
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the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  The  bacitracin  used  in  making  the 
batch:  6  packages,  each  containing  ap> 
proximately  equal  portions  of  not  less 
than  500  milligrams,  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146e.401  (b) . 

(iii)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch:  1  package  of  each 
containing  approximately  5  grams. 

(4)  No  result  referred  to  in  subpara¬ 
graph  (2)  (ii)  of  this  paragraph,  and  no 
sample  referred  to  in  subparagraph  (3) 
(ii)  of  this  paragraph,  is  required  if  such 
result  or  sample  has  been  previous^ 
submitted. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch  un¬ 
der  the  regulations  in  this  part  shall  be: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i), 
(ii),  and  (iii)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany 
the  request  for  certification  unless  such 
fee  is  covered  by  an  advance  deposit 
maintained  in  accordance  with  the  re¬ 
quirements  of  §  146.8  (d)  of  this  chapter. 

(f)  Exemption  of  bacitracin  powder 
from  certification.  Bacitracin  powder 
that  conforms  to  the  requirements  of 
paragraphs  (a)  (except  that  it  may  con¬ 
tain  one  or  more  essential  vitamin  and 
mineral  substances  for  nutritive  pur¬ 
poses)  ,  (b) ,  and  (c)  of  this  section,  ex¬ 
cept  paragraph  (c)  (1)  (iii),  shall  be 
exempt  from  the  requirements  of  sec¬ 
tions  502  (1)  and  507  of  the  act  if  it 
complies  with  all  tiie  following  condi¬ 
tions: 

(1)  Its  label  bears  an  expiration  date 
that  is  not  more  than  18  months  after 
the  month  during  which  the  batch  was 
last  assayed  and  released  by  the  manu¬ 
facturer. 

(2)  If  it  contains  added  vitamins  or 
minerals,  its  label  bears  the  name  and 
quantity  of  each  such  substance  and  a 
statement  that  such  substances  are  pres¬ 
ent  only  for  furnishing  additional  vita¬ 
mins  and  minerals  while  animals  are 
eating  less  feed. 

(3)  The  label  bears  a  statement  that 
solutions  prepared  with  the  drug  are 
stable  for  not  more  than  24  hours. 

(4)  The  circular  o.  other  labeling  re¬ 
ferred  to  in  paragraph  (c)  (2)  of  this 
section  bears  information  that  only  the 
antibiotic  is  intended  for  the  prevention 
or  treatment  of  the  following  conditions, 
and  further,  bears  directions  and  warn¬ 
ings  adequate  for  such  use: 

(i)  Chronic  respiratory  disease  (air- 
sac  infection)  in  chickens. 

(ii)  Blue  comb  (mud  fever,  nonspecific 
infectious  enteritis)  in  poultry. 

(iii)  Infectious  sinusitis  in  poultry. 

(iv)  Bacterial  enteritis  in  swine. 


§  146e.426  Tablets  bacitracin  methylene 
disalicylate  and  streptomycin  s^ate 
oral  yeterinary* 

Tablets  bacitracin  methylene  disali¬ 
cylate  and  streptomycin  sulfate  oral 
veterinary  are  tablets  that  conform  to 
all  requirements  and  are  subject  to  all 
procedures  prescribed  by  S  146e.417  for 
powder  bacitracin  methylene  disalicylate 
and  streptomycin  sulfate  oral  veterinary, 
except  that: 

(a)  Each  tablet  snail  contain  not  less 
than  150  units  of  bacitracin  activity  and 
not  less  than  15  milligrams  of  streptomy¬ 
cin  activity.  Tablets  not  exceeding  15 
millimeters  in  diameter,  or  not  intended 
only  for  preparing  solutions,  shall  dis¬ 
integrate  within  1  hour. 

(b)  In  lieu  of  the  directions  for  label¬ 
ing  prescribed  by  §  146e.417  (c)  (1)  (ii), 
each  package  shall  bear  on  the  outside 
wrapper  or  container  and  the  immediate 
container  the  quantity  of  each  antibiotic 
in  each  tablet. 

(c)  In  lieu  of  the  directions  for  sam¬ 
pling  the  batch  as  prescribed  in  §  146e.- 
417(d)  (3)  (i) ,  the  batch  shall  be  sampled 
as  follows: 

(1)  For  potency  and  moisture:  One 
tablet  for  each  5,000  tablets  in  the  batch, 
but  in  no  case  less  than  30  tablets,  col¬ 
lected  by  taking  single  tablets  through¬ 
out  the  entire  time  of  tableting  so  that 
the  quantities  tableted  during  the  inter¬ 
vals  are  approximately  equal. 

(2)  For  disintegration- time  studies:  6 
tablets. 

(d)  The  fees  for  the  services  rendered 
with  respect  to  the  tablets  submitted  in 
accordance  with  the  requirements  pre¬ 
scribed  therefor  by  paragraph  (c)  of  this 
section  shall  be: 

(1)  $1.00  for  each  tablet  submitted  in 
accordance  with  paragraph  (c)  (1)  of 
this  section. 

(2)  $3.00  for  all  tablets  submitted  in 
accordance  with  paragraph  (c)  (2)  of 
this  section. 

§  146e.427  Feed  grade  bacitracin  pow¬ 
der  oral  veterinary  (crude  bacitracin 
powder  oral  veterinary,  unrefined 
bacitracin  powder  oral  veterinary) ; 
feed  grade  zinc  bacitracin  powder 
oral  veterinary  (crude  zinc  bacitracin 
powder  oral  veterinary,  unrefined 
zinc  bacitracin  powder  oral  veteri¬ 
nary). 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Feed  grade  bacitra¬ 
cin  powder  oral  veterinary  is  bacitracin 
with  or  without  one  or  more  essential 
vitamins  and  mineral  substances  for 
nutritive  purposes  and  with  or  without 
one  or  more  suitable  and  harmless 
diluents.  Feed  grade  zinc  bacitracin 
powder  oral  veterinary  is  a  mixture 
of  zinc  bacitracin  and  zinc  proteiii- 
ates,  with  or  without  one  or  more 
essential  vitamins  and  mineral  sub¬ 
stances  for  nutritive  purposes  and  with 
or  without  one  or  more  suitable  and 
harmless  diluents.  They  contain  the 
equivalent  of  not  less  than  2.5  grams  of 
the  bacitracin  master  standard  per 
pound,  except  that  if  it  is  zinc  bacitracin 
powder  it  contains  the  equivalent  of  not 
less  than  5  grams  of  the  bacitracin  mas¬ 
ter  standard  per  pound.  Their  moisture 
content  is  not  more  than  5  percent.  The 
bacitracin  used  in  making  the  batch  has 


a  potency  of  not  less  than  5  units  per 
milligram,  and  its  moisture  content  is 
not  more  than  5  percent.  The  zinc  baci¬ 
tracin  used  in  making  the  batch  has  a 
potency  of  not  less  than  2  units  per  milli¬ 
gram,  not  more  than  2  grams  of  zinc  for 
each  gram  of  bacitracin,  and  its  moisture 
content  is  not  more  than  6  percent. 
Each  other  substance  used,  if  its  name  is 
recognized  in  the  U.  S.  P.  or  N.  F.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(b)  Packaging:  ktbeling;  request  for 
certification,  samples;  fees;  exemption 
of  feed  grade  bacitracin  powder  oral 
veterinary  and  feed  grade  zinc  bacitracin 
powder  oral  veterinary  from  certifica¬ 
tion.  Feed  grade  bacitracin  powder  oral 
veterinary  and  feed  grade  zinc  baci¬ 
tracin  powder  oral  veterinary  conform 
to  all  requirements  and  procedures  pre¬ 
scribed  for  bacitracin  powder  by 
§146e.425  (b),  (c).  (d).  (e),  and  (f), 
except  that,  if  it  is  feed  grade  zinc 
bacitracin  powder  oral  veterinary  itt  ex¬ 
piration  date  is  not  more  than  24  months 
after  the  month  during  which  the  batch 
was  last  assayed  and  released  to  the 
manufacturer. 

§  146e.428  Capsules  bacitracin  meth¬ 
ylene  disalicylate  and  streptomycin 
sulfate  oral  veterinary. 

Capsules  bacitracin  methylene  disali¬ 
cylate  and  streptomycin  sulfate  oral  vet¬ 
erinary  are  capsules  that  conform  to  all 
requirements  and  are  subject  to  all  pro¬ 
cedures  prescribed  by  S  146e.426  for  tab¬ 
lets  bacitracin  methylene  disalicylate 
and  streptomycin  sulfate  oral  veterinary. 

§  146e.429  Bacitracin-neomycin  in  oil 
veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitracin-neomy¬ 
cin  in  oil  veterinary  is  a  suspension 
of  bacitracin  and  neomycin  in  refined 
peanut  oil  or  sesame  oil,  with  or  with¬ 
out  one  or  more  suitable  and  harm¬ 
less  chemical  antimicrobial  agents, 
anesthetics,  and  suspending  agents. 
Each  milliliter  contains  200  units  of  bac¬ 
itracin  and  25  milligrams  qf  neomycin, 
or  each  dose  as  recommended  in  its 
labeling  shall  contain  2,000  units  of 
bacitracin  and  250  milligrams  of  neomy¬ 
cin.  Its  moisture  content  is  not  more 
than  1.0  percent.  The  bacitracin  used 
conforms  to  the  requirements  of 
§  146e.401  (a),  except  S  146e.401  (a)  (2), 

(3),  and  (4).  The  neomycin  used  con¬ 
forms  to  the  requirements  for  potency, 
moisture,  and  pH  prescribed  for  neomy¬ 
cin  by  S  146e.410  (a)  (2) .  Each  other  in¬ 
gredient  used,  if  its  name  is  recognized 
in  the  U.  S.  P.  or  N.  F..  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(b)  Packaging.  It  shall  be  packaged 
in  collapsible  tubes  that  are  weU-closed 
containers  as  defined  by  the  U.SP.  or  in 
glass  containers  that  are  tight  contain¬ 
ers  as  defined  by  the  n.SP.  The  compo¬ 
sition  of  the  immediate  container  and 
closure  shall  be  such  as  will  not  cause 
any  change  in  the  strength,  quality,  or 
piuity  of  the  ccmtents  beyond  any  limit 
therefor  in  applicable  standards,  except 
that  minor  changes  so  caused  that  are 
normed  and  unfavorable  in  good  packag- 
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Ing.  storage,  and  distribution  practice 
Shan  be  disregarded. 

(c)  LabeUng.  Each  package  shall  bear 
on  its  label  or  labeling  as  hereinafter  in¬ 
dicated.  the  following: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(i)  The  batch  mark. 

(11>  The  number  of  units  of  bacitracin 
and  the  number  of  milligrams  of  neomy¬ 
cin  ^  milliliter  or  per  immediate  con¬ 
tainer. 

If  the  batch  contains,  in  addition 
to  bacitracin  and  neomycin,  one  or  more 
other  active  ingredients  specified  in 
paragraph  (a)  of  this  section,  the  name 
and  ^usintity  of  each  such  other  ingre- 
dispifc  per  milliliter  or  per  immediate 
container, 

(iv)  The  name  of  the  oil  and  the  sus¬ 
pending  agent,  if  any,  used  in  making 
the  batch. 

(t)  The  statement  "Expiration  date 

- - the  blank  being  filled  in 

wltlCthe  date  that  is  12  months  after 
the  ifionth  during  which  the  batch  was 
certified,  exc^t  that  the  blank  may  be 
filled  in  with  the  date  that  is  18  months 
or  24  months  after  the  month  during 
which  the  batch  was  certified  if  the  per¬ 
son  nho  requests  certification  has  sub¬ 
mitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  such  drug 
as  prepared  by  him  is  stable  for  such 
period  of  time:  Provided  however.  That 
such  exi^tion  date  may  be  omitted 
from  Ute  immediate  container  if  it  con¬ 
tains  a  single  dose  and  is  packaged  in  an 
indhrldiial  wrapper  or  container. 

(Vi)  If  it  is  packaged  in  a  container  of 
glass,  the  statements  "For  intramam- 
mtfrj  Infuslmis  of  cattle  only"  and 
"Sh^  Well." 

(2t  On  the  label  and  labeling,  if  it 
contabH,  in  addition  to  bacitracin  cmd 
necottcin,  one  or  more  other  active  in- 
graiypHts  specified  in  paragraph  (a)  of 
this  section,  after  the  name  "bacitradn- 
neomyctn  in  oO  veterinary,"  wherever 
such  name  appears,  the  words  “with 

- in  Juxtaposition  with  such 

name,  the  blank  being  filled  in  with  the 
common  or  usual  name  of  each  such 
other  ingredient  used. 

(3)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  and  warnings  for  the 
veterinary  use  of  such  drug  by  the  laity. 

(d)  Request  for  certification;  samples. 
(1)  m  addition  to  compljdng  with  the 
requirements  of  \  146.2  of  this  chapter,  a 
person  who  requests  certification  of  a 
batch  shall  submit  with  his  request  a 
statement  showing  the  batch  mark,  the 
number  of  packages  of  eadi  size  in  such 
batch,  the  batch  marks  and  (unless  pre¬ 
viously  submitted)  the  dates  on  which 
the  latest  assays  of  the  bacitracin  and 
neomj^dn  used  in  making  such  batch 
were  completed,  the  number  of  units  of 
bacitracin  and  the  number  of  milligrams 
of  neomycin  in  each  milliliter,  the  quan¬ 
tity  of  each  ingredient  used  in  mairing 
the  batch,  the  date  on  which  the  latest 
assay  of  the  batch  was  completed,  and  a 
statement  that  each  ingredient  used  in 
making  the  batch  conforms  to  the  re¬ 
quirements  prescribed  therefor  by  this 
section. 

(2)  Except  as  otherwise  provided  by 
^subparagraph  (4)  of  this  paragraidi. 


such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following,  • 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of: 

(i)  The  batch:  The  number  of  units 
of  bacitracin  and  the  number  of  milli¬ 
grams  of  neomycin  per  milliliter  or  per 
immediate  container,  and  moisture. 

(ii)  The  bacitracin  used  in  making  the 
batch:  Potency,  moisture,  and  pH. 

(ill)  The  neomycin  used  in  making 
the  batch:  Potency,  moisture,  and  pH. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shaB  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  One  package  for  each 
5,000  packages  in  the  batch,  but  in  no 
case  less  than  six  packages,  collected  by 
taking  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equaL 

(ii)  The  bacitracin  used  in  making 
the  batch:  Six  packages,  each  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  500  milligrams,  packaged  in 
accordance  with  the  requirements  of 
S  146e.401  (b). 

(iii)  The  neomycin  used  in  making 
the  batch:  Five  packages,  each  contain¬ 
ing  approximately  equal  portions  of  not 
less  than  0.5  gram. 

(iv)  In  case  of  an  initial  request  for 
certification,  each  other  Ingredient  used 
in  making  the  batch:  One  package  of 
each,  containing  approximately  200 
grams. 

(4)  The  results  ref  erred  to  in  subpara¬ 
graph  (2)  (ii)  and  (iii)  of  this  para¬ 
graph  and  the  samples  referred  to  in 
subparagraph  (3)  (ii)  and  (iii)  of  this 
paragraph  are  not  required  if  such  re¬ 
sults  or  samples  have  been  previously 
submitted. 

(e)  Fees.  The  fee  for  the  services  ren¬ 
dered  with  respect  to  each  batch  under 
the  regulations  in  this  chapter  shall  be: 

(1)  $5.00  for  each  parage  in  the 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  of  this  section; 
$4.00  for  each  package  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii),  (Ui),  and  (iv)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations,  other  than  examina¬ 
tion  of  such  packages,  are  necessary  to 
determine  whether  or  not  such  bat(^ 
complies  with  the  requirments  of  8  146.3 
of  this  chapter  for  the  issuance  of  a  cer¬ 
tificate,  the  cost  of  such  investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  8  146.8  (d)  of 
this  chapter. 

§  146e.430  Bacitracin -neomycin  •poly¬ 

myxin  powder  topical;  sine  bacitra¬ 
cin-neomycin-polymyxin  powder  top¬ 
ical. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Bacitradn-neomy- 
cin-polymyzin  powd^  topical  and  line 


bacitracin-neomycin-polymyxin  powder 
topical  are  bacitracin  or  zinc  bacitracin, 
neomycin,  and  polymyxin  B,  with  or 
without  suitable  and  harmless  diluents, 
preservatives,  and  lubricants,  and  with 
or  without  hyaluronidase,  chymotrypsin, 
and  pol3nrinylp3nn:olidone.  Unless  it  is 
packaged  with  one  or  more  suitable  and 
harmless  inert  gases,  each  gram  con¬ 
tains  not  less  than  200  units  of  baci¬ 
tracin  or  zinc  bacitracin,  not  less  than 
1,600  imits  of  polymyxin  B,  and  not  less 
than  3.5  milligrams  of  neomycin.  It 
contains  not  more  than  an  average  of  10 
microorganisms  per  gram.  Its  moisture 
content  is  not  more  than  7.0  percent, 
unless  it  is  packaged  with  one  or  more 
suitable  and  harmless  inert  gases,  in 
which  case  its  moisture  content  is  not 
more  than  0.5  percent.  The  bacitracin 
used  conforms  to  the  standards  pre¬ 
scribed  therefor  by  §  146e.401(a),  except 
8  146e.401(a)  (2)  and  (4).  The  zinc  baci¬ 
tracin  used  conforms  to  the  standards 
prescribed  by  §  146e.418(a).  The  neo¬ 
mycin  used  conforms  to  the  standards 
prescribed  therefor  by  §  146e.410(a)  (2). 
The  polymyxin  B  used  conforms  to  the 
standards  prescribed  therefor  by  §  146b.- 
107(a)  of  this  chapter.  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  U.SP.  or  NF.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 

(b)  Packaging.  In  all  cases  the  im¬ 
mediate  container  shall  be  a  tight  con¬ 
tainer  as  defined  by  the  U.  8.  P.  The 
composition  of  the  immediate  container 
shall  be  such  as  will  not  cause  any 
change  in  the  strength,  quality,  or  purity 
of  the  contents  beyond  any  limits  there¬ 
for  in  applicable  standards,  except  that 
minor  changes  so  caused  that  are  normal 
and  unavoidable  in  good  packaging, 
storage,  and  distribution  practice  shall 
be  disregarded.  Each  such  container 
may  contain  one  or  more  suitable  and 
harmless  inert  gases;  in  wh^oh  case  it 
shall  contain  not  less  than  8,000  onits  of 
zinc  bacitracin,  not  less  than  70  milli¬ 
grams  of  neomycin,  and  not  less  than 
100,000  units  of  pol3ntn3rxin  B. 

(c)  Labeling — (1)  It  is  packaged  for 
dispensing  and  intended  for  use  by  man. 
In  addition  to  the  labeling  requirements 
prescribed  by  8  1.106(b)  of  this  chapter 
(regulations  issued  under  section  502(f) 
of  the  act) ,  each  package  shall  bear  on 
its  label  or  labeling,  as  hereinafter  in¬ 
dicated,  the  following: 

(i)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(a)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  the  date  that  is  12  months  after 
the  month  during  which  the  batch  was 
certified,  except  that  the  blank  may  be 
filled  in  with  the  date  that  is  18  months, 
or  24  months  after  the  month  during 
which  the  batch  was  certified  if  the 
person  who  requests  certification  has 
submitted  to  the  Commissioner  results  of 
tests  and  assays  showing  that  after  hav¬ 
ing  been  stored  for  such  period  of  time 
such  drug  as  prepared  by  him  complies 
with  the  standards  prescribed  by  para¬ 
graph  (a)  of  this  section. 

(b)  The  statement  "Not  sterile." 

(ii)  If  It  contains,  in  addition  to  the 
antibiotic  drug,  one  or  more  other  active 
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ingredients  specified  in  paragraph  (a) 
of  this  section,  after  the  name  “bacitra¬ 
cin-neomycin-polymyxin  powder  topi¬ 
cal”  or  “zinc  bacitracin-neomycin-poly¬ 
myxin  powder  topical,”  wherever  such 

name  appears,  the  words  “with _ 

_ ,”  in  juxtaposition  with  such  name, 

the  blank  being  filled  in  with  the  com¬ 
mon  or  usual  name  of  each  such  other 
ingredient. 

(2)  It  is  packaged  for  dispensing  and 
intended  solely  for  veterinary  use.  Its 
label  and  labeUng  shall  comply  with  all 
the  requirements  prescribed  by  subpara¬ 
graph  (1)  of  this  paragraph,  except  that 
in  lieu  of  the  statement  “Caution:  Fed¬ 
eral  law  prohibits  dispensing  without 
prescription”  each  package  shall  include 
information  containing  directions  and 
warnings  adequate  for  the  veterinary 
use  of  the  drug  by  the  laity. 

(d)  Request  for  certification:  sam¬ 
ples.  (1)  In  addition  to  complying  with 
the  requirements  of  S  146.2  of  this  chap¬ 
ter,  a  person  who  requests  certification 
of  a  batch  shall  submit  with  his  request 
a  statement  showing  the  batch  mark, 
the  number  of  packages  of  each  size  in 
such  batch,  the  batch  mark  and  (unless 
they  were  previously  submitted)  the 
dates  on  which  the  latest  assays  of  the 
bacitracin  or  zinc  bacitracin,  neomycin, 
and  polsmiyxin  used  in  making  such 
batch  were  completed,  the  number  of 
units  of  bacitracin  or  zinc  bacitracin  and 
polymyxin  B.  and  the  number  of  milli¬ 
grams  of  neomycin  in  each  immediate 
container,  the  date  on  which  the  latest 
assays  of  the  drugs  comprising  such 
batch  were  completed,  the  quantity  of 
each  ingredient  used  in  making  the 
batch,  and  a  statement  that  each  such 
ingredient  conforms  to  the  requirements 
prescribed  therefor  by  this  section. 

(2)  Except  as  otherwise  provided  in 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request  results  of  the  tests  and 
assays  listed  after  each  of  the  following 
made  by  him  on  an  accurately  represent¬ 
ative  sample  of : 

(i)  The  batch:  The  number  of  units 
of  bacitracin  or  zinc  bacitracin,  the  num¬ 
ber  of  units  of  polymjrxin,  and  the  num¬ 
ber  of  milligrams  of  neomycin,  a  micro¬ 
organism  count,  and  moisture. 

(ii)  The  bacitracin  or  zinc  bacitracin 
used  in  making  the  batch:  Potency, 
toxicity,  moisture.  pH.  and  zinc  content 
if  it  is  zinc  bacitracin. 

(iii)  The  neomycin  used  in  making 
the  batch:  Potency,  toxicity,  moisture, 
and  pH. 

(iv)  The  polymyxin  B  used  in  making 
the  batch:  Potency  and  toxicity. 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch:  For  all  tests  except 
microorganism  count,  one  immediate 
container  for  each  5,000  immediate  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  seven  immediate  containers,  col¬ 
lected  by  takim?  single  immediate  con¬ 
tainers  at  such  intervals  throughout  the 
entire  time  of  packaging  the  batch  that 


the  quantities  packaged  during  the  in¬ 
tervals  are  approximately  equal. 

(11)  For  microorganism  testing:  Five 
immediate  containers. 

(iii)  The  bacitracin  or  zinc  bacitracin 
used  in  making  the  batch:  Six  packages, 
containing  approximately  equal  portions 
of  not  less  than  0.5  gram. 

(iv)  The  neomycin  used  in  making  the 
batch:  Five  packages  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram. 

(V)  The  polymsrxin  B  used  in  making 
the  batch:  Five  packages  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  0.5  gram. 

(vi)  In  case  of  an  initial  request  for 
certification,  each  other  substance  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  The  results  referred  to  in  sub- 
paragraph  (2)  (ii).  (iii),  and  (iv)  of 
this  paragraph  and  the  samples  referred 
to  in  subparagraph  (3)  (iii),  (iv),  (v), 
and  (vi)  of  this  paragraph  are  not  re¬ 
quired  if  such  results  or  samples  have 
been  previously  submitted. 

(e)  Fees.  The  fees  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  part  shall 
be: 

(1)  $6.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  of 
this  section;  $4.00  for  each  immediate 
container  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3),  (iii). 
(iv) ,  (V) ,  and  (vi)  of  this  section;  $10.00 
for  all  containers  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (ii)  of  this 
section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  examina¬ 
tion  of  such  immediate  containers  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shall  accompany  the 
reqi.3st  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  in  accordance  with  §  146.8  (d)  of 
this  chapter. 

§  146e.431  Feed  grade  manganese  baci¬ 
tracin  powder  oral  veterinary. 

(a)  Standards  of  identity,  strength, 
quality,  and  purity.  Feed  grade  man¬ 
ganese  bacitracin  powder  oral  veterinary 
is  a  mixture  of  the  manganese  salt  of  a 
kind  of  bacitracin  or  a  mixture  of  two  or 
more  such  salts,  with  or  without  one  or 
more  essential  vitamins  and  mineral  sub¬ 
stances  for  nutritive  purposes  and  with 
or  without  one  or  more  suitable  and 
harmless  diluents.  It  contains  the  equi¬ 
valent  of  not  less  than  5  grams  of  the 
bacitracin  master  standard  per  pound. 
Its  moisture  content  is  not  more  than  8.0 
percent.  The  manganese  bacitracin  used 
in  making  the  batch  has  a  potency  of  not 
less  than  2.0  units  per  milligram,  it  con¬ 
tains  not  more  than  1.0  gram  of  manga¬ 
nese  for  each  gram  of  bacitracin,  and  its 
moisture  content  is  not  more  than  6.0 
percent.  Each  other  substance  used,  if 
its  name  is  recognized  in  the  U.SP.  or 
NP.,  conforms  to  the  standards  pre- 


13221 

scribed  therefor  by  such  official 
compendium.  . 

(b)  Packaging;  labeling;  request  for  ‘ 
certification,  samples;  fees;  exemption  of 
feed  grade  manganese  bacitracin  powder 
oral  veterinary  from  certification.  Feed 
grade  manganese  bacitracin  powder  oral 
veterinary  conforms  to  all  requirements 
and  procedures  prescribed  for  feed  grade 
zinc  bacitracin  powder  oral  veterinary  . 
by  §  146e.427(b),  except: 

(1)  Its  expiration  date  ^all  be  12 
months. 

(2)  Its  labeling  is  such  that  when  it 
is  mixed  with  animal  feed  according  to 
the  directions  contained  therein  such 
medicated  feed  complies  with  the  re¬ 
quirements  of  §  146.13,  for  manganese 
bacitracin  medicated  feed. 


PART  147— ANTIBIOTICS  INTENDED 
FOR  USE  IN  THE  LABORATORY 
DIAGNOSIS  OF  DISEASE 

Sec. 

147.1  Antibiotic  sensitivity  discs;  tests  and 

methods  of  assay;  potency. 

147.2  Antibiotic  sensitivity  discs;  certifica¬ 

tion  procedure. 

147.3  Antibiotic  -  dehydrated  medla-trl- 

phenyltetrazolium  chloride  sensi¬ 
tivity  discs;  tests  and  methods  of 
assay. 

147.4  Antibiotic  -  dehydrated  media^tri- 

phenyltetrazoliiun  chloride  sensi¬ 
tivity  discs;  certification  procedure. 

'  Authobity:  §§  147.1  to  147.4  issued  under 
sec.  701,  52  Stat.  1055,  as  amended;  21  U.S.C. 
371.  Interpret  or  apply  sec.  507,  50  Stat.  463, 
as  amended;  21  n.S.C.  357. 

§  147.1  Antibiotic  sensitivity  discs;  tests 
and  methods  of  assay;  potency. 

(a)  .Culture  media.  Use  ingredients 
that  conform  to  the  standards  prescribed 
by  the  United  States  Pharmacopeia  or 
The  National  Formulary.  In  lieu  of  pre¬ 
paring  the  media  from  the  individual 
ingredients,  they  may  be  made  from  a 
dehydrated  mixture  which,  when  recon¬ 
stituted  with  distilled  water,  has  the 
same  composition  as  such  media.  Minor 
modification  of  the  specified  individual 
ingredients  is  permissible  if  the  result¬ 
ing  media  possess  growth-promoting 
properties  at  least  equal  to  the  media 


described. 

(1)  Medium  A: 

Peptone _ 6.0  gm. 

Pancreatic  digest  of  casein _ 4.0  gm. 

Yeast  extract _ 3.0  gm. 

Beef  extract _ 1.5  gm. 

Dextrose _ 1.0  gm. 

Agar _ 15.0  gm. 

DistiUed  water,  q.  s _  1,000.0  ml. 


pH  6.5  to  6.6  after  sterilization. 

(2)  Medium  B.  Same  as  medium  A, 
except  that  it  also  contains  300  milli¬ 
grams  of  hydrated  manganese  sulfate 
per  liter. 

(3)  Medium  C.  Same  as  medium  A, 
except  that  the  final  pH  is  adjusted 
from  7.9  to  8.1  after  sterilization. 


(4)  Medium  D: 

Peptone _ 5.0  gm. 

Yeast  extract _ 1.5  gm. 

Beef  extract _ 1.5  gm. 

Soditun  chloride _ SAgm. 

Dextrose _ 1.0  gm. 

Dipotassium  phosphate _ ! —  3.68  gm. 

Potassium  dlhydrogen  phosphate.  1 A2  gm. 
Distilled  water,  q.  s.. . .  1,000.0  ml. 


pH  7.0  after  sterUization. 


RULES  AND  REGULATIONS 


(5)  Medium  E: 


Peptone - 6.0  gm. 

YeMt  cartrset _ 8.0  gm. 

Beef  eztnct _ IJigm. 

Ager - 16.0  gm. 

DUHUled  water,  q.  a - l,000i)ml. 

pH  6Ji  to  6.6  after  sterilization. 

(6)  Medium  r: 

Pancreatic  digest  of  casein _ 17.0  gm. 

Papale  digest  of  soybean _ 3.0  gm. 

Sodhim  chloride _ 6.0  gm. 

Dtpotaasium  phosphate _ 3.6  gm. 

Dextrose _ 2.6  gm. 

Agar _  20.0  gm. 

Distilled  water,  qa _  1,000.0  mL 

pH  7.3  after  sterilization. 

(7)  Medium  G.  Same  as  medium  F, 
except  for  the  following: 

A|^ - 12.0  gm. 

Polysorbate  80  (sterile) _ 10.0  gm. 

Add  polysorbate  80  after  boiling. 

(8)  Medium  H: 

Peptone _ 9.4  gm. 

Yeast  extract _ 4.7  gm. 

Beef  extract _ 2.4  gm. 

Sodium  chloride _ 10.0  gm. 

Dextrose -  10.0  gm. 

Agar - 23.6  gm. 

Distilled  water,  qa _  1,000.0  ml. 

pH  6.0  to  6.2  after  sterilization. 


(b)  Preparation  of  test  organism  sus¬ 
pensions — (1)  Suspension  1.  Staphylo¬ 
coccus  aureus  (ATCC  6538P)  is  main¬ 
tained  and  grown  on  medium  A.  Wash 
the  organisms  from  an  agar  slant,  in¬ 
cubated  for  24  hours  at  32*  C.  to  35*  C., 
with  3.0  milliliters  of  sterile  sodium 
chloride  solution  onto  the  agar  sur¬ 
face  of  a  Roux  bottle  containing  300 
milliliters  of  medium  A.  Spread  the  sus¬ 
pension  of  organisms  over  the  entire 
agar  surface  with  the  aid  of  sterile  glass 
beads.  Incubate  24  hours  at  32*  C.  to 
35*  C.  Wash  the  resulting  growth  from 
the  agar  surface  with  about  50  milliliters 
of  sterile  sodium  chloride  solution. 
Standardize  this  stock  suspension  by  de¬ 
termining  the  dilution  that  will  permit 
20  percent  light  transmission.  Store  the 
stock  suspension  in  the  refrigerator  (1 
week)  and  use  the  indicated  dilution 
prepared  daily. 

(2)  Suspension  2.  Follow  the  proce¬ 
dure  described  for  suspension  1,  except 
standardize  the  bulk  suspension  so  that 
a  1:10  dilution  in  saline  solution  gives 
20  percent  light  transmission.  In  this 
case,  the  bulk  suspension,  and  not  the 
1:10  dilution  of  it,  is  used  for  the 
inoculum. 

(3)  Suspension  3.  The  test  organism 
is  Staphylococcus  aureus  (ATCC  13150) . 
Follow  the  procedure  described  for  sus¬ 
pension  1,  but  determine  how  much  the 
bulk  suspension  should  be  diluted  to  ob¬ 
tain  a  suspension  permitting  80  percent 
light  transmission.  Use  the  indicated 
dilution  prepared  daily  for  the  inoculum 
for  the  plates. 

(4-).-  Suspension  4.  Sarcina  lutea 
(ATCC  9341)  is  maintained  on  agar 
slants  of  mediiun  A  and  transferred  to 
fresh  slants  approximately  every  2 
weeks.  This  culture  is  incubated  over¬ 
night  at  26*  C.,  and  then  stored  in  the 


refrigerator.  Prepare  an  inoculum  for 
the  plates  as  follows:  Streak  an  agar 
slant  heavilT  with  the  test  organism  and 
incubate  for  24  hours  at  26*  C.  Wash 
the  growth  from  the  slant  with  3  milli¬ 
liters  to  4  milliliters  of  medium  D,  and 
transfer  to  the  surface  of  a  Roux  bottle 
containing  300  milliliters  of  medium  A. 
Spread  the  suspension  evenly  over  the 
entire  surface  with  the  aid  of  sterile 
glass  beads,  incubate  for  24  hours  at 
26*  C.  Wash  the  growth  from  the  agar 
surface  with  15  milliliters  of  medium  D. 
If  an  aliquot  of  this  bulk  suspension 
when  diluted  1:10  with  medium  D  gives 
10  percent  light  transmission,  the  bulk 
suspension  is  satisfactory  for  use.  It 
may  be  necessary  to  adjust  the  bulk  sus¬ 
pension  by  dilution  so  that  an  aliquot 
of  the  adjusted  suspension  when  diluted 
1 : 10  will  give  me  desired  10  percent  light 
transmission.  The  adjusted  bulk  sus¬ 
pension  only,  and  not  the  1:10  dilution 
of  it,  is  used  in  preparing  the  inoculum. 
Store  the  stock  suspension  in  the  refrig¬ 
erator  and  use  for  2  weeks. 

(5)  Suspension  5.  Bacillus  subtiUs 
(ATCC  6633)  is  maintained  on  agar  me¬ 
dium  A  and  transferred  to  a  fresh  slant 
every  month.  To  prepare  the  spore 
suspension,  inoculate  a  fresh  slant  of 
agar  medium  A  with  the  test  organism 
and  incubate  at  37*  C.  for  16  hoiurs  to 
24  hours.  Wash  the  culture  from  the 
slant  with  3  milliliters  of  sterile  sodium 
chloride  solution  onto  the  surface  of  a 
Roux  bottle  containing  300  milliliters  of 
agar  medium  B.  Incubate  for  5  days  at 
37*  C.  Suspend  the  growth  in  50  milli¬ 
liters  of  sterile  saline  solution,  centri¬ 
fuge,  and  decant  the  supernatant  liquid. 
Reconstitute  the  sediment  and  heat- 
shock  the  suspension  by  heating  for  30, 
minutes  at  70*  C.  Store  the  spore  sus¬ 
pension  in  me  refrigerator.  It  may  be 
kept  several  months.  Light  transmis¬ 
sion  is  not  used  for  standardization. 

(6)  Suspension  6.  Staphylococcus 
epidermidis  (ATCC  12228)  is  maintained 
on  medium  A  and  transferred  to  a  fresh 
slant  once  a  week.  Inoculate  a  fresh 
slant  of  medium  A  with  the  test  organ¬ 
ism  and  incubate  at  32*  C.  to  35*  C.  for 
24  hours.  Wash  the  culture  from  the 
slant  with  3  milliliters  of  sterile  sodium 
chloride  solution  onto  the  surface  of  a 
Roux  bottle  containing  300  milliliters  of 
medium  A.  Incubate  at  32*  C.  to  35* 
C.  for  24  hours.  Wash  the  resulting 
growth  from  the  agar  surface  with  about 
50  milliliters  of  sterile  sodium  chloride 
solution.  Standardize  this  stock  sus¬ 
pension  by  determining  Uie  dilution  that 
will  give  80  percent  light  transmission. 
Store  the  stock  suspension  in  the  refrig¬ 
erator  (1  week)  and  use  the  indicated 
dilution  prepared  daily  for  the  inoculum 
for  the  plates. 

(7)  Suspension  7.  Bordetella  bron- 
chiseptica  (ATCC  4617)  is  maintained 
on  medium  F  and  transferred  to  a  fresh 
slant  every  2  weeks.  To  prepare  a  stock 
suspension  inoculate  a  fresh  slant  of  me¬ 
dium  F  and  incubate  at  37*  C.  for  16 
hours  to^  24  hours.  Wash  the  culture 
frrnn  this  slant  with  3  milliliters  of  ster¬ 


ile  distilled  water  onto  the  surface  of  a 
Roux  bottle  containing  300  milliliters  of 
medium  F,  and  incubate  24  hours  at  37* 
C.  Wash  off  the  growth  with  50  milli¬ 
liters  of  sterile  distilled  water  and  stand¬ 
ardize  the  resulting  stock  suspension  by 
determining  the  dilution  that  will  give 
50  percent  light  transmission.  Store  the 
stock  suspension  in  the  refrigerator  (2 
weeks),  and  use  the  indicated  dilution 
prepared  daily  for  the  inoculum  for  the 
plates. 

(8)  Suspension  8.  Saccharomyces  cer- 
evisiae  (ATCC  9763)  is  maintained  on 
slants  of  medium  H  and  transferred  once 
a  week.  After  transfer,  the  culture  is 
incubated  at  37*  C.  for  24  hours  and  then 
kept  refrigerated.  Wash  the  organism 
from  a  freshly  incubated  agar  slant 
with  3  milliliters  of  sterile  saline  solu¬ 
tion  onto  the  agar  surface  in  a  Roux 
bottle  containing  300  milliliters  of  me¬ 
dium  H.  Spread  the  suspension  of  or¬ 
ganisms  over  the  entire  agar  surface 
with  the  aid  of  sterile  glass  beads.  In¬ 
cubate  for  24  hours  at  37*  C.  and  then 
wash  the  resulting  growth  from  the  agar 
surface  with  about  25  milliliters  of  sterile 
saline  solution.  Store  the  suspension  in 
the  refrigerator  and  use  for  1  month. 

(9)  Suspension  9.  Follow  the  proce¬ 
dure  described  for  suspension  1,  except 
determine  how  much  the  bulk  suspen¬ 
sion  should  be  diluted  to  obtain  a  sus¬ 
pension  permitting  80  percent  light 
transmission.  Use  the  indicated  dilution, 
prepared  daily,  for  the  inoculum  for  the 
plates. 

The  light  transmission  values  referred 
to  in  this  paragraph  were  determined 
with  a  Lumetron  Model  400-A  photoelec¬ 
tric  colorimeter  at  a  wavelength  of  650 
millimicrons.  If  other  instruments  are 
used,  different  light  transmission  read¬ 
ings  will  probably  be  obtained.  The 
values  given  are  to  be  used  as  guides  in 
this  paragraph. 

(c)  Preparation  of  plates — (1)  Base 
layer.  Depending  on  the  particular  an¬ 
tibiotic  in  the  discs  to  be  tested,  add  42 
milliliters  of  the  appropriate  medium 
prescribed  in  subparagraph  (3)  of  this 
paragraph  to  each  Petri  dish  (20  milli¬ 
meters  X  150  millimeters)  and  allow  to 
harden  on  a  flat,  level  surface  and  dry 
slightly  by  raising  the  tops  on  one  side. 

(2)  Seed  layer.  Add  the  appropriate 
amount  of  inoculum,  as  prescribed  by 
subpargaraph  (3)  of  this  paragraph,  to 
the  seed  agar  which  has  been  melted 
and  cooled  to  48*  C.  Swirl  the  flasks  to 
obtain  a  homogeneous  suspension.  Add 
8  milliliters  of  the  appropriate  seed  agar, 
as  specified  in  subparagraph  (3)  of  this 
paragraph,  to  each  plate,  spread  evenly 
over  the  hardened  base  layer,  and  allow 
to  harden  and  dry  on  a  flat  level  surface. 
For  accurate  results,  it  is  necessary  to 
obtain  uniform  distribution  of  the  agar 
over  the  surface  of  the  plates. 

(3)  Inoculum  and  media  to  he  used. 
Depending  on  the  particular  antibiotic 
in  the  disc  to  be  tested,  select  from  the 
following  table  the  inoculum  and  media 
to  be  used: 
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Antibiotic 


Bacitracin . . . . 

Carbomycin  (bydrocbloride) _ 

Chloramphenicol . . . . ... 

ChlortetracycUne  (bydrocbloride) _ 

Colistin  (sulfate) _ 

Dcmetbylchlortetracycllne  (hydro^oride] 

Dihydrostreptomycin  (solfote) _ 

MethiciUin . 

Erythr(»nycin _ _ _ 

Eanamydn  (sulfate) _ _ _ 

Neomycin  B  (sulfate) _ _ _ _ 

Novobiocin  (sodium) . . . 

Nystatin _ _ _ _ 

Oleandomycin  (pborobate) _ 

Ozy tetracycline  (hydrochloride) _ 

Penicillin  O _ _ _ _ 

Phene  thicillinrx)tassium . 

Polymyxin  B  (sulfate).. . . . . 

Ristocetin . . . . . 

Sodium  oxacillin _ _ 

Streptomycin  (sulfete) _ _ 

Tetracycline  (hydrochloride) . 

Vancomycin _ 

Viomydn  (sulfate) . . . 


VoliiiM.  of  ampenalon 
added  to  each  lOOmL 

Saapenaton 

Medium 

of  seed  agar  need  Cor 
teat 

ndmber 

Baia 

layer 

Seed 

layer 

ML 

1.0 

3 

B 

A 

1.6 

3 

B 

A 

4.0 

4 

B 

A 

L6 

4 

B 

A 

1.0 

7 

F 

a 

1.5 

4 

E 

A 

3.0 

1 

O 

O 

LO 

3 

E 

A 

ZO 

2 

O 

O 

1.0 

9 

B 

A 

ZO 

6 

E 

A 

4.0 

5 

E 

.  A 

ai 

8 

H 

H 

ZO 

3 

E 

A 

1.6 

4 

B 

A 

1.0 

3 

E 

A 

1.0 

3 

E 

A 

1.0 

7 

P 

a 

0.5 

4 

A 

A 

1.0 

3 

E 

A 

ZO 

1 

O 

O 

1.6 

4 

E 

A 

1.0 

6 

0 

0 

LO 

6 

0 

0 

(d)  Preparation  of  control  discs.  Use 
round,  blank  discs  having  a  diameter  of 
V4-inch  made  of  clear-white  paper 
weighing  30  milligrams  ±4  milligrams 
per  square  centimeter,  and  which  will 
absorb  2.5  to  3.0  times  its  own  weight 
of  distilled  water.  The  paper  shall  con¬ 
tain  no  material  that  either  enhances  or 
inhibits  the  activity  of  any  antibacterial 
agent  impregnated  thereon.  In  addi¬ 
tion,  the  paper  shall  contain  no  materi¬ 
als  which  will  affect  the  pH  of  any  sol¬ 
vent  placed  on  it  or  buffer  any  solution 
placed  on  it.  The  following  methods 
shall  be  used  to  determine  the  suitability 
in  this  regard  of  any  paper  proposed  for 
this  use:  Weigh  2  grams  of  paper  or 
paper  discs  into  a  clean,  glass-stoppered, 
250-milliliter  flask.  Add  30  milliliters  of 
freshly  boiled  and  cooled  distilled  water 
(the  pH  of  which  has  been  determined). 
Stopper  and  shake  vigorously  for  1  hour 
on  a  shaking  machine.  Filter  through 
a  medium-porosity  sintered  glass  Alter. 
Determine  the  pH  of  the  flltrate.  Take 
the  two  10-milliliter  aliquots.  To  one 
add  0.05  milliliter  of  0.01  N  HCl.  To 
the  second  aliquot  add  0.05  milliliter  of 
0.01  N  NaOH.  Determine  the  pH  of 


each  solution.  The  paper  shall  be  satis¬ 
factory  for  use,  if  (1)  the  pH  of  the 
paper  flltrate  was  not  more  than  ±0.3 
pH  units  different  from  the  pH  of  the 
distilled  water  used;  (2)  the  pH  of  the 
acidified  aliquot  was  lowered  by  at  least 
1.0  pH  units;  (3)  the  pH  of  tlie  alka- 
linized  aliquot  was  raised  by  at  least  1.5 
pH  units.  Place  blank  discs  on  alumi¬ 
num  or  stainless  steel  wire  mesh  which 
is  supported  in  a  manner  to  allow  circu¬ 
lation  of  air  above  and  below  the  discs. 
Prepare  the  desired  number  of  discs  for 
each  point  on  the  standard  curve  by 
accurately  adding  0.02-milliliter-incre- 
ments  of  the  appropriate  standard  stock 
solution  to  each  disc,  using  a  suitable 
pipette.  Dry  discs  in  circulating  air  or 
under  vacuum.  Discs  may  be  stored  for 
2  weeks  in  a  d^iccator  under  refrigera¬ 
tion.  Depending  on  the  antibiotic  con¬ 
tained  in  the  sample  to  be  tested,  pre¬ 
pare  the  stock  solutions  for  the  standard 
discs  by  dissolving  an  accurately  weighed 
quantity  of  the  working  standard  in  the 
solvent  indicated  to  obtain  stock  solu¬ 
tions  that  will  contain  the  following 
concentrations  required  for  the  standard 
discs: 


Antibiotic 


Bacitracin _ 

Carbomycin  (hydrochloride) . . 

Chloramphenicol . . 

Chlortetracy Cline  (hydrochloride) _ 

Colistin  (smfate) . . . . . . 

Demethylchlortetracycline  (hydrot^lorlde). 

Dlhydrostreptomycin _ 

MethiciUin _ _ _ 

Erythromycin _ 

Eanamycin  (suUate) _ 

Neomycin  B  (sulfate) _ _ _ 

Novobiocin  (sodium) _ _ _ 

Nystatin. 


Oleandomycin  (phosphate) _ 

Oxy tetracycline  (hydrochloride). 

Penicillin  O _ 

PhenethlciUln  potassium _ 

Polymyxin  B  (suUate) _ 

Ristocetin _ _ _ 

Sodium  oxacilUn.. 


Streptomycin  (sulfate) _ 

Tetracycline  (hydrochloride) _ 

Vancomycin  (hydrochloride).., 
Viomydn  (sulfate) _ 


Solvent 


Water _ _ 

Methyl  alcohol _ 

50  percent  methyl  aloohoL. _ 

Methyl  alcohol . . 

Water _ _ _ '. . 

Methyl  alcohol _ 

Water _ _ _ 

_ do . . . . . 

Methyl  alcohol _ 

Water _ 

_ do _ 

_ do _ _ _ _ 

Dlmethylformamlde  pH  &JS±0.6.. 

Water _ _ _ 

Methyl  alcohol _ .... 

W^er  ....... _ 

Methyl  idoc£oL 

Water _ 

_ do. 


Standard  curve  (antibiotic 
concentration  per  disc) 


1.3,  2.4,  4.4,  8.1, 15.0  units. 

1.3,  2.7,  5.4, 11.0,  22.5f«. 

3.3,  6A,  12.2,  23.4,  45.(V8. 

3.3,  6.3, 12.2,  23.4,  45.0Mg. 

1.3,  2.4,  4.4,  8.1, 15.0^. 

■VA,  6.3, 12.2,  23.4,  45.0fig. 

1.3,  2.4,  4.4,  8.1, 15.0f«. 

1.3,  2.4,  4.4,  8.1, 15.(V>8. 

1.3,  2.7,  5.4, 11.0,  22.5^8. 

3.3,  6.3, 12.2,  23.4,  45.0/«. 

3.3,  6.3, 12.2,  23.4,  45.0>«. 

3.3,  6.3, 12A,  23.4,  45.(h«. 
64,80, 100,126, 156  units. 

1.3,  2.7,  5.4, 11.0,  22.5««. 

3.3,  6.3, 12.2,  23.4,  45.0M. 
lA,  2.4, 4.4,  8.1, 15.0  units. 
lA,  2.4,  4.4,  8.1, 15.0  units. 
33,  63, 122,  234,  460  units. 

3.3,  6A,  12.2,  23.4,  45.0m. 
0.67, 0.82,  1.00,  1.22,  1.5^ 
lA,  2.4,  4.4, 8.1,  15.0m. 

3A,  OA,  12.2, 23.4,  46.0M. 
SA,  6A,  12A,  23.4, 45J)M. 
lA,  2.4.  4.4,  8.1, 15.CM. 


(e)  Asssav — (1)  Individual  discs  one- 
fourth  inch  in  diameter.  On  each  of 
three  plates  prepared  as  directed  in 
paragraph  (c)  of  this  section,  place  the 
five  control  discs  for  the  standard  curve 
and  two  discs  from  each  batch  to  be 
tested.  The  control  discs  for  the  stand¬ 
ard  curve  and  the  sample  discs  are  placed 
on  the  plates  in  a  random  arrangement, 
with  no  discs  being  closer  than  24  milli¬ 
meters  (on  centers)  to  any  other  disc. 
Discs  are  placed  on  the  plates  with  the 
aid  of  forceps  within  as  short  a  period 
of  time  as  possible  (not  to  exceed  3 
minutes  per  plate)  and  tapped  gently  to 
ensure  an  even  seal.  Incubate  the  plates 
overnight  at  32*  C-35*  C.,  except  if  it  is 
polymyxin,  novobiocin,  nystatin,  viomy- 
cin,  or  colistin,  the  incubation  tempera¬ 
ture  is  37°  C.  After  incubation,  measure 
the  diameter  of  each  circle  of  inhibition, 
using  calipers  or  a  measuring  device 
of  comparable  accuracy.  Average  the 
three  zone  sizes  for  each  of  the  five 
standard-curve  concentrations  and  plot 
the  mean  sizes  on  the  arithmetic  scale 
of  semilogarithmic  graph  paper  with  the 
antibiotic  concentrations  on  the  loga¬ 
rithmic  scale.  Use  the  following  equa¬ 
tion  to  calculate  the  best  straight  line. 

,  _  3o+2b+c— e 

g  • 


H= 


3e+2d+c— g 


where 

Lrrthe  calculated  zone  size  of  the  low 
concentration; 

Hr: the  calculated  zone  size  of  the  high 
concentration; 

a,  b,  c,  d.  errthe  observed  average  zone 
sizes  for  each  respective  concen¬ 
tration,  a  being  that  for  the  lowest 
concentration. 

Plot  the  values  obtained  for  L  and  H 
and  connect  these  two  points  with  a 
straight  line.  Average  the  six  sample 
zone  sizes  and  read  the  corresponding 
antibiotic  concentration  of  this  mean 
from  the  standard  curve.  This  is  the 
average  potency  of  the  sample  disc. 

(2)  Discs  one- fourth  inch  in  diameter 
attached  to  rings,  spokes,  or  other  de¬ 
vices.  Remove  or  cut  the  disc  from  the 
device,  including  a  small  portion  of  the 
device  to  which  it  is  attached,  before 
testing,  and  proceed  as  directed  in  sub- 
paragraph  (1)  of  this  paragraph. 

(3)  Individual  discs  with  diameters 
larger  than  one-fourth  inch  but  no  larger 
than  three-eighths  inch.  Proceed  as  di¬ 
rected  in  subparagraph  (1)  of  this  para¬ 
graph,  except  instead  of  measuring  the 
diameters  of  the  zones  of  inhibition, 
measure  the  widths  of  the  zones  from 
any  edge  of  the  sample  discs  and  the 
standard  discs.  The  results  obtained 
are  multiplied  by  the  factor  2  for  deter¬ 
mining  whether  the  discs  meet  the  re¬ 
quirements  for  uniformity  prescribed  by 
paragraph  (f)  of  this  section. 

(4)  Discs  having  diameters  larger  than 
one-fourth  inch  but  no  greater  than 
three-eighths  inch  attached  to  rings, 
spokes,  or  other  devices.  Remove  or 
cut  the  disc  from  the  device,  including 
a  small  portion  of  the  device  to  which  it 


13224 


RULES  AND  REGULATIONS 


is  attached,  before  testing,  and  proceed 
as  directed  in  subparagraph  (3)  of  this 
paragraph,  except  measure  the  width  of 
the  zone  of  inhibition  from  the  rounded 
tip  of  the  disc. 

(f )  The  potency  is  satisfactory  if  the 
resxilt  obtained  is  not  less  than  67  per¬ 
cent  and  not  more  than  150  percent  of 
that  represented.  The  batch  has  a  uni¬ 
form  potency  if  on  the  first  or  second 
test  of  six  (Uses  each,  the  (Uameter  of 
the  largest  zone  of  inhibition  is  not  more 
than  2.5  millimeters  larger  than  the 
smallest  zone,  or  if  the  number  of  zones 
that  fall  outside  this  range  in  three  or 
more  consecutive  tests  is  not  more  than 
10  percent  of  the  total  number  of  (Uses 
tested. 

§  147.2  Antibiotic  sensitivity  discs;  cer* 
tification  procedure. 

(а)  Standards  of  identity,  strength, 
ovality,  and  purity.  Antibiotic  sensitivi¬ 
ty  dis(»^are  paper  or  plastic  discs  or  com¬ 
pressed' tablets  containing  penicillin  G, 
methicillin,  oxacillin.  phenethicUlin, 
streptomycin,  dihydrostreptomycin, 
chlortetracycline,  demethlychlortetracy- 
cline,  tetracycUne,  chloramphenicol,  or 
bacitracin.  If  they  are  tablets  they  may 
contain  suitable  lubricants,  binders,  and 
diluents,  none  of  which  shall  affect  the 
antibacterial  spectrums  of  the  antibiot¬ 
ics.  Each  disc  shall  have  a  uniform 
potency  that  is  equivalent  to  that  con¬ 
tained  in  a  standard  disc  prepared  with 
one  of  the  following  quantities  of  anti¬ 
biotic  compounds: 

(1)  Bacitracin:  Not  less  than  two 
units  or  not  more  than  10  units. 

(2)  Chloramphenicol:  Not  less  than  5 
ftg  or  not  more  than  30  /ig. 

(3)  ChlortetracycUne:  Not  less  than 
5  /ig  or  not  more  than  30  fig. 

(4)  Dihydrostreptomycin:  Not  less 
than  2  /ig  or  not  more  than  10  /ig. 

(5)  Penicillin  G:  Not  less  than  two 
units  or  not  more  than  10  units. 

(б)  Streptomycin:  Not  less  than  2  /tg 
or  not  more  than  10  /tg. 

(7)  Tetracycline:  Not  less  than  5  fig 
or  not  more  than  30  ftg. 

(8)  Demethylchlortetracycline:  Not 
less  than  5  ftg  or  not  more  than  30  fig. 

(9)  MethiciUin:  5fig. 

(10)  Oxacillin:  1  ftg. 

(11)  PhenethicUlin  potassium :  3  units. 

The  standard  discs  used  to  determine 
the  potency  shaU  be  made  of  paper  as 
described  hi  §  147.1(d) .  Each  antibiotic 
compound  used  to  impregnate  such 
standard  discs  shall  be  equUibrated  in 
terms  of  the  working  standard  desig¬ 
nated  by  the  Commissioner  for  use  in 
determining  the  potency  or  purity  of 
such  antibiotic. 

(b)  Packaging.  The  immediate  con¬ 
tainer  shaU  be  a  tight  container  as  de¬ 
fined  by  the  U.S.P.,  and  shaU  be  of  such 
composition  as  wUl  not  cause  any  change 
in  the  strength,  quaUty,  or  purity  of  the 
contents  beyond  any  limit  therefor  in 
appUcable  standards,  except  that  minor 
changes  so  caused  that  are  normal  and 
unavoidable  in  good  packaging,  storage, 
and  distribution  practice  shall  be  dis¬ 
regarded.  Each  immediate  container 
may  contain  a  desiccant,  and  each  may 
be  packaged  in  combination  with  con¬ 


tainers  of  suitable  discs  of  drugs  other 
than  those  described  in  paragraph  (a) 
of  this  section.  Such  other  discs  shall 
be  suitable  only  If  the  manufacturer 
and  packer  have  submitted  to  the  Com¬ 
missioner  information  of  the  kind  de¬ 
scribed  in  §  146.7  of  this  chapter  and 
such  information  has  been  accepted  by 
the  Commissioner.  If  a  packaged  com¬ 
bination  contains  discs  of  more  than  one 
potency  of  any  one  of  the  antibiotics  in¬ 
cluded  in  paragraph  (a)  of  this  section, 
the  potencies  shadl  be  only  the  lowest 
and  highest  concentrations  prescribed 
for  that  antibiotic  by  that  paragraph. 

(c)  Labeling.  Each  package  of  discs 
shall  bear  on  its  label  or  labeling,  as 
hereinafter  indicated,  the  foUowing: 

(1)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container: 

(1)  The  batch  mark. 

(U)  The  potency  of  each  disc  in  the 
batch. 

(Ui)  The  statement  ‘‘Expiration  date 

_ ,”  the  blank  being  filled  in 

with  one  of  the  foUowing  appropriate 
dates  after  the  month  during  which  the 
batch  was  certified : 

(a)  For  peniciUin  G,  methicillin, 
oxacillin,  and  phenethicUlin  potassium: 

6  months,  except  12  months  may  be  used 
if  the  person  who  requests  certification 
has  submitted  to  the  Commissioner  re¬ 
sults  of  tests  and  assays  showing  that 
such  drug  as  prepared  by  him  is  stable 
for  such  time. 

(b)  For  bacitracin:  12  months. 

(c)  For  streptomycin,  dihydrestrep- 
tomycin,  chlortetracycline.  demethyl¬ 
chlortetracycline,  tetracycline,  and 
chloramphenicol:  24  months. 

If  it  is  a  packaged  combination  of  discs 
of  two  or  more  drugs,  its  outside  wrapper 
shall  bear  only  one  expiration  date,  and 
that  date  shall  be  the  date  that  is  re¬ 
quired  for  the  shortest  dated  discs  con¬ 
tained  in  the  package. 

(iv)  The  statement  “For  use  in  labor¬ 
atory  diagnosis  only.” 

(2)  On  the  circular  or  other  labeling 
within  or  attached  to  the  package,  ade¬ 
quate  directions  for  the  use  of  such  discs. 

(d)  Request  for  certification;  samples. 
(1)  In  addition  to  complying  with  the 
requirements  of  §  146.2  of  this  chapter, 
a  person  who  requests  certification  of  a 
batch  of  antibiotic  sensitivity  discs  shaU 
submit  with  his  request  a  statement 
showing  the  batch  mark,  the  number  of 
packages  of  each  size  in  such  batch,  the 
batch  mark,  and.  unless  it  was  pre¬ 
viously  submitted,  the  date  on  which  the 
latest  assay  of  the  antibiotic  used  in 
making  such  batch  was  completed,  the 
potency  of  each  disc,  the  quantity  of 
each  ingredient  used  in  making  the 
batch,  the  date  on  which  the  latest 
assay  of  the  drug  comprising  such  batch 
was  completed,  and  a  statement  that 
each  ingredient  used  in  making  the 
batch  conforms  to  the  requirements  pre¬ 
scribed  therefor  by  this  section. 

(2)  Such  person  shaU  submit  in  con- 
nectiox^  with  his  request  results  of  the 
tests  and  assays  made  by  him  on  an  ac¬ 
curately  representative  sample  of  the 
batch  for  potency. 

(3)  Such  person  shaU  submit  in  con¬ 
nection  with  bis  request  an  accurately 


representative  sample  of  the  batch  con¬ 
sisting  of  one  disc  for  each  5,000  discss 
in  the  batch,  but  in  no  case  less  than  36 
discs  coUected  by  taking  single  discs  at 
such  intervals  throughout  the  entire 
time  of  packaging  the  batch  that  the 
quantities  packaged  during  the  intervals 
are  approximately  equal. 

(e)  Fees.  The  fee  for  the  services 
rendered  with  respect  to  each  batch 
under  the  regulations  in  this  section 
shall  be: 

(1)  $0.30  for  each  disc  in  the  sample 
submitted  in  accordance  with  paragraph 

(d)  (3)  of  this  section. 

(2)  If  the  Commissioner  considers 
that  investigations  other  than  the  exam¬ 
ination  of  such  discs  and  packages  are 
necessary  to  determine  whether  or  not 
such  batch  complies  with  the  require¬ 
ments  of  §  146.3  of  this  chapter  for  the 
issuance  of  a  certificate,  the  cost  of  such 
investigations. 

The  fee  prescribed  by  subparagraph  (1) 
of  this  paragraph  shaU  accompany  the 
request  for  certification  unless  such  fee 
is  covered  by  an  advance  deposit  main¬ 
tained  tn  accordance  with  §  146.8(d)  of 
this  chapter. 

§  147.3  Antibiotic-dehydrated  media-tri- 
phenyltetrazolium  chloride  sensi- 
tivity  discs ;  tests  and  methods  of 
assay. 

(a)  Potency.  Proceed  as  directed  in 
§  147.1,  except  paragraph  (f)  of  that  sec¬ 
tion  and  except  that: 

( 1 )  In  the  assay  of  kanamycin,  neomy¬ 
cin,  and  oleandomycin,  use  the  foUowing 
inoculum  and  media: 


Snsrension 
added  to 

Suspen- 

Medium 

AnUbiotic 

each  100  ml. 
of  seed  aear 
used  for  test 

sion 

number 

Base 

layer 

Peed 

layer 

Kanamycin . 

Milliters 

1.0 

0 

c 

C 

Neomycin . . 

1.0 

9 

C 

C 

Oleandomycin... 

2.0 

3 

c 

C 

(2)  Each  disc  used  for  the  standard 
curve  shall  have  a  diameter  of  one-half 
inch. 

(3)  'Prepare  an  aqueous  stock  solution 
as  follows,  and  sterilize  by  filtration: 


Dehydrated  brain-heart  infusion.  6.105  gm. 

Dibasic  sodium  phosphate _ 1.410  gm. 

Yeast  extract _  3.300  gm. 

Dextrose _  1.645  gm. 

Sodium  lactate  (about  60  per¬ 
cent)  syrup _  2.750  ml. 

Triphenyltetrazolium  chloride _  1.2375  gm. 

Polysorbate  80 _ 0.75  ml. 

Distilled  water,  q.s _  1,000.0  ml. 

pH  7.35  ±0.05  after  sterilization. 


(4)  Use  the  solution  described  in  sub- 
paragraph  (3)  of  this  paragraph  to  pre¬ 
pare  the  antibiotic  stock  solution,  which 
shall  contain  per  0.06  milliliter  the  ap¬ 
propriate  concentrations  for  the  stand¬ 
ard  curve.  In  the  case  of  chlorampheni¬ 
col  and  erythromycin,  the  antibiotics 
shall  be  first  dissolved  in  methyl  alcohol 
to  a  concentration  of  an  estimated  10,000 
fig.  per  miUiUter. 

(5)  Add  0.06  miUiliter  increments  of 
the  appropriate  stock  solution  to  the 
discs  used  for  the  standard  curve. 
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(6)  In  addition  to  the  five  antibiotic 
control  discs  for  the  standard  curve, 
place  on  the  agar  surface  one  of  the 
antibiotic-free  discs  used  in  making  the 
batch.  If  any  zone  of  inhibition  is  pro¬ 
duced  by  the  antibiotic-free  disc,  it  must 
be  smaller  than  that  produced  by  the 
disc  containing  the  lowest  concentration 
of  antibiotic,  and  it  shall  not  be  used  in 
the  equation  for  calculating  the  best 
straight  line. 

(7)  If  the  sample  discs  are  curled, 
press  them  flat  prior  to  placement  on 
agar.  When  placing  them  on  agar,  tap 
lightly  to  insure  that  they  lie  evenly 
on  the  surface. 

(8)  Its  potency  is  satisfactory  if  the 
disc  contains  not  less  than  67  percent 
and  not  more  than  150  percent  of  that 
represented  and  if  any  zone  of  inhibition 
that  may  be  produced  by  the  antibiotic- 
free  disc  of  the  batch  is  smaller  than 
that  produced  by  each  of  the  antibiotic- 
dehydrated  media-triphenyltetrazolium 
chloride  discs. 

(b)  Performance — (1)  Culture  medi¬ 
um.  Prepare  the  following  medium:  (In 
lieu  of  the  individual  ingredients,  it  may 
be  made  from  a  dehydrated  mixture 
which,  when  reconstituted  with  distilled 
water,  has  the  same  composition  as  such 
medium.) 


(5)  Procedure  for  the  tests.  To  three 
replicate  discs,  aseptically  add  0.15  milli¬ 
liter  of  the  sensitive  organism  suspension 
described  in  subparagraph  (3)  of  this 
paragraph.  To  three  additional  discs, 
aseptically  add  0.15  milliliter  of  the  re¬ 
sistant  organism  suspension  described  in 
subparagraph  (4)  of  this  paragraph.  In 
the  same  manner,  add  the  sensitive  or- 
Sanism  suspension  to  three  antibiotic- 
free  discs  used  in  making  the  batch,  and 
add  the  resistant  organism  suspension  to 
three  additional  such  discs.  If  the  batch 
is  packaged  in  multiple-disc  containers, 
use  sterile,  clear  glass  or  plastic  culture 
dishes  for  the  tests.  If  the  batch  is 
Packaged  in  containers  that  are  intended 
for  use  in  the  clinical  performance  of 
No.  251— Pt.  n - ^29 


Call  brains,  Infusicm  from _ _  200  gmo. 

Beef  heart,  Infusion  from _  250  gun. 

Proteose  peptone _ _  10  gun. 

Dextrose _ 2  gm. 

Salt _ Sgm. 

Sodium  phosphate  monobasic 

(Na^HPOi) _ 2.6  gm. 

IMstilled  water,  qa _  1,000.0  ml. 

pH  7.4  after  sterilization. 

(2)  Preparation  of  test  organism  sus¬ 
pensions.  Maintain  the  following  test 
organisms  on  slants  of  Medium  E  as  de¬ 
scribed  in  §  147.1(a)  (5),  and  transfer  to 
fresh  agar  slants  once  weekly: 


Organisms  A.T.C.C.No. 

Pseudomonas  aeruginosa _  14604 

Streptococcus  faecalis _  14508 

Proteus  rettgeri _  14505 

Streptococcus  faecalis _  14506 

Streptococcus  faecalis _  14507 

Staphylococcxis  aureus _  6538P 

Staphylococcus  epidermidis _  12228 


Prom  fresh  agar  slants,  inoculate  sepa¬ 
rate  portions  of  the  medium  described  in 
subparagraph  (1)  of  this  paragraph  and 
incubate  16  hours  to  24  hours  at  37°  C. 
Prepare  a  1-10  dilution  of  each  of  these 
fresh  broth  cultures,  using  the  medium 
described  in  subparagraph  (1)  of  this 
paragraph  as  the  diluent. 

(3)  Susceptible  organisms.  Use  the 
organism  indicated  for  the  following 
antibiotics: 


the  test,  such  containers  shall  be  used 
for  these  tests.  Immediately  place  in 
incubator  at  37*  C.  and  incubate  for  6 
hours.  (During  this  period,  do  not  ex¬ 
pose  the  discs  to  light.)  After  incuba¬ 
tion,  observe  the  discs.  The  sample  is 
satisfactory  if  the  control  discs  and  the 
three  discs  inoculated  with  the  resistant 
organism  suspension  have  changed  to  a 
definite  shade  of  red  or  purple;  and  if 
the  three  discs  inoculated  with  the  sen¬ 
sitive  organism  suspension  have  under¬ 
gone  no  change,  or  appreciably  less 
change,  in  comparison  to  the  change  in 
color  in  the  antibacterial-free  control 
disc  inoculated  with  the  same  organism 
suspension. 


(c)  Sterility.  To  each  of  six  discs, 
aseptically  add  0.15  milliliter  of  the  me- 
diiun  described  in  paragraph  (b)  (1)  of 
this  section.  If  the  batch  is  packaged  in 
multiple-disc  containers,  use  sterile,  clear 
glass  or  plastic  culture  dishes  for  this 
test.  If  it  is  packaged  in  containers  that 
are  intended  for  use  in  the  clinical  per¬ 
formance  of  the  test,  use  such  containers 
for  this  test.  Immediately  place  in  in¬ 
cubator  and  incubate  overnight  at  37*  C. 
(During  this  period  do  not  expose  the 
discs  to  light.)  The  sample  is  satisfac¬ 
tory  if  no  discs  have  changed  color. 

§  147.4  Antibiotic-dehydrated  media-tri- 
phenyltetrazoliiun  chloride  sensi¬ 
tivity  discs;  certification  procedure. 

Antibiotic-dehydrated  media-triphe¬ 
nyltetrazolium  chloride  sensitivity  discs 
are  discs  that  conform  to  all  require¬ 
ments  and  to  all  procedures  prescribed 
by  §  147.2  for  antibiotic  sensitivity  discs, 
except  the  requirement  for  uniformity, 
and  except  that: 

(a)  (1)  Each  disc  shall  contain  penicil¬ 
lin  G,  streptomycin,  tetracycline,  chlor¬ 
amphenicol,  or  bacitracin.  If  it  is  tetra¬ 
cycline,  it  shall  contain  5  micrograms. 

(2)  Each  disc  shall  be  impregnated 
with  the  microbial  growth-supporting 
solution  described  in  §  147.3(a)(3). 

(3)  Under  the  conditions  of  use,  no 
(or  appreciably  less)  change  in  compari¬ 
son  to  the  change  in  color  in  the  control 
disc  shall  occur  when  the  disc  is  tested 
against  a  sensitive  organism,  but  its  color 
shall  change  to  definite  shades  of  red  or 
purple  when  tested  against  a  resistant 
organism. 

(4)  The  disc  shall  be  sterile. 

(5)  Elach  disc  shall  have  a  diameter  of 
one-half  inch. 

(b)  In  all  cases,  the  immediate  con¬ 
tainer  shall  be  sterile  at  the  time  of  fill¬ 
ing  and  closing.  If  it  is  a  packaged  com¬ 
bination,  such  package  shall  contain 
only  those  discs  described  in  paragraph 
(a)  of  this  section,  with  or  without  discs, 
of  one  or  more  of  the  following  antibi¬ 
otics:  Er3rthromycin,  kanamycin,  neo¬ 
mycin,  novobiocin,  oleandomycin,  poly- 
m3rxin  B,  and  ristocetin.  Such  other 
discs  shall  conform  to  the  standards  pre¬ 
scribed  by  paragraph  (a)  of  this  section, 
except  subparagraph  (1). 

(c)  In  addition  to  complying  with  the 
requirements  of  §  147.2(c) ,  the  label  and 
labeling  shall  also  bear: 

(1)  Information  that  the  discs  con¬ 
tain  a  dehydrated  microbial  growth-sup¬ 
porting  medium  and  triphenyltetrazo- 
lium  chloride. 

(2)  The  statement  “Keep  under 
refrigeration.” 

(3)  The  statement  “Expiration  date 

_ ,”  the  blank  being  filled  in 

with  the  date  that  is  6  months  after  the 
month  during  which  the  batch  was 
certified. 

(d)  In  lieu  of  the  requirements  pre¬ 
scribed  by  §  147.2(d)  (2)  and  (3),  the 
person  who  requests  certification  of  a 
batch  shall  submit  in  connection  with 
his  request: 

(1)  Results  of  the  tests  and  assays 
made  by  him  on  an  accurately  repre¬ 
sentative  sample  of  the  batch  for  po¬ 
tency,  performance,  and  sterility,  and  of 


Antibiotic  Organism 

Penicillin  G - Streptococcus  faecalis,  A.T.C.C.  14506. 

Streptomycin - Pseudomonas  aeruginosa,  A.T.C.C.  14504. 

Tetracycline - Streptococcus  faecalis,  A.T.C.C.  14506. 

Chloramphenicol - Pseudomonas  aeruginosa,  A.T.C.C.  14504. 

Bacitracin - Streptococcus  faecalis,  A.T.C.C.  14507. 

Erythromycin -  Streptococcus  faecalis,  A.T.C.C.  14506. 

Kanamycin _ _ Proteus  rettgeri,  A.T.C.C.  14505. 

Neomycin _ Staphylococcus  epidermidis,  A.T.C.C.  12228. 

Novobiocin -  Streptococcus  faecalis,  A.T.C.C.  14506. 

Oleandomycin _ Streptococcus  faecalis,  A.T.C.C.  14506. 

Polym3rxln  B _ Pseudomonas  aeruginosa,  A.T.C.C.  14504. 

Ristocetin _ Streptococcus  faecalis,  A.T.C.C.  14506. 

(4)  Resistant  organisms.  Use  the  organism  indicated  for  the  following  anti¬ 
biotics: 

N 

Antibiotic  Organism 

Penicillin  G _ Pseudomonas  aeruginosa,  A.T.C.C.  14504. 

Streptomycin _  Proteus  rettgeri,  A.T.C.C.  14505. 

Tetracycline _ Streptococcus  faecalis,  A.T.C.C.  14508. 

Chloramphenicol _ Proteus  rettgeri,  A.T.C.C.  14505. 

Bacitracin _ _ _ Proteus  rettgeri,  A.T.C.C.  14505. 

Erythromycin _ Streptococcus  faecalis,  A.T.C.C.  14508.  ' 

Kanamycin _ Streptococcus  faecalis,  A.T.C.C,  14507. 

Neomycin _ Streptococcus  faecalis,  A.T.C.C.  14506. 

Novobiocin - Proteus  rettgeri,  A.T.C.C.  14505. 

Oleandomycin _ Proteus  rettgeri,  A.T.C.C.  14505. 

Polymyxin  B _ Proteus  rettgeri,  A.T.C.C.  14505. 

Ristocetin _ Pseudomonas  aeruginosa,  A.T.C.C.  14504. 
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the  medium  and  the  triphenyltetrazo- 
lium  chloride  used  in  making  the  batch; 
and 

(2)  An  accurately  representative  sam« 
pie  of  the  batch  consisting  of  one  disc 
for  each  5.000  discs  in  the  batch,  but  in 
no  case  less  than  48  discs.  Such  discs 
shall  be  collected  as  follows: 

(i)  For  potency  testing:  24  discs  col¬ 
lected  by  taking  single  discs  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  For  performance  testing:  12  discs 
collected  as  described  in  subdivision  (i) 
of  this  subparagraph,  except  that  if  the 


immediate  container  is  intended  for  use 
in  the  clinical  performance  of  the  test, 
such  sample  shall  consist  of  12  discs 
packed  in  their  final  immediate 
containers. 

(iii)  For  sterility  testing:  Five  im¬ 
mediate  containers,  except  if  the  imme¬ 
diate  container  is  intended  for  use  in 
the  clincial  performance  of  the  test, 
such  sample  shall  consist  of  12  discs 
packed  in  their  final  immediate  con¬ 
tainers. 

(3)  In  addition  to  the  samples  re¬ 
quired  by  subparagraph  (2)  of  this 
paragraph,  such  person  shall  submit  36 
discs  that  contain  the  solution  described 


in  §  147.3(a)  (3)  used  in  making  the^ 
batch,  but  which  do  not.  contain  theji 
antibiotic.  ^ 

(e)  In  lieu  of  the  fee  prescribed 
§  147.2(e)(1).  the  fee  shaU  be  $0.35  for  i 
each  disc  of  the  samples  submitted  inT 
accordance  with  paragraph  (d)  (2)  (i)^, 
and  (ii)  of  this  section;  $7.50  for  all  disc^' 
submitted  in  accordance  with  paragraph! 
(d)  (2)  (iii),  and  (3)  of  this  section.  ^  ^ 

Dated:  December  18, 1962.  ^  \ 

Geo.  P.  Larrick,  ^ 
Commissioner  of  Food  and  Drugs. 

(P.R.  Doc.  62-12639;  Piled,  Dec.  27,  1962-^ 
8:45  a.m.] 


